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L. — PR G e, HA 5 5SEQ 1D NO: 1ESEQ ID NO: 245 /D70 % 3 SRR 1
IR A1, iR 5 A1 B 2

(1) Sk [ 2= DPIFIE A DA N s IAZER B 200 BiPkBrighton e RELTHN Ribk
Herman e i mrkUt recht Jir 1o 25 AR WR S Jo 558 20k THD o W B RRE L stree I 1A
BIPRCL T M EifkLederle-Chorioal lantoic Ji7 W BPRAS AL AL 18R B RNZ 2 AT
TR BARTTS s

(i1) — Mk Z R 7 41 ok

(111) Zrbs PTAS IR A IAZIR Fr 1 o

2 BRI ESR IR i 8, HA TR 7 78 (1) SR H 2Dk B L M
BRPRIOAZIR Fr B A 7 MkBri gh ton e A ps s PRHe rman o B kUt recht i i
ORWR I 1 R PR THD o i B3 ARE L s tree I 1 85 PRCL VI il 5k Lederle -
Chorioallantoic Joi i eERAS s FAL G IR s MRNZ 2 AR Ao 5 R TT S 5

(i1) — Mk Z MR 741 .

3 BRI SR L s 2 IR S 55 , LR BTk — Ml 2 U A% - S B AT il Bk S Je e
AR TE A 55457

4 KRR BIR A i 25 , FH TR FA TR B DR R AL [N

5. AR EER 3R e 5, o TR E LR B R /2R 14 5L A

6 AR SR LW R G ei 255 , HHp BTk — ik 2 B U Az - 71 sy 4 A5 PD - L1 )
T L R R A

T RRIEDR O A 255 , A AR PD-LIFIRH 2 PD-L1 scFve.

8 MU ELR R A i 55, HL A AR Bk R TR AL A

9. 4T IR , HLGa AR SR 1 - 84— B R S &5 o

10. 2951, B 5787 A SR AR EER L -8 — TR A i B o

|
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(00011 JKHITFEZ20174-8 H9 H A AU “MkE i s 45 S IR i L A1) e
115201780062335 . 8145 Z H15

[0002]  FHOCHRTEINAE X5 H]

[0003]  /KHIFHZR 2016478 19 H A2 A2 ) 52 Il I Hi1fNo . 62/372, 40881201746 JJ 13 H
PRI SEE s HI 1 No . 62/519, 0101 L AL, AN il 5 TR AASOT T Rr
HI.

[0004] 5| FHAASCTISCARAS ) “Fr A1 < RAR sl TH AT URR P A1) 3 bt ¢

[0005]  7E20174E8 J18 H GIEERISC£148440-606001W0_ST25M144 57414, 696, 2395
T, WL U IBM-PC MS-Windows A F 22 40 , 7E Il 1L 5 I AR

BREAK

[0006]  Jighi SRIE 58— RBEIH o LA, AERE S8 7 120 TS T ARCE R , EOdh fofe
& A A AR DU S AR TR RTITA IR 15: « RN B e RIRAFAE I AR 8RB
Vfiaas , HREYR A At AR P A SHA e 205 ST AL , TIPS AN O 5 R AR » 2R

VEDIENTIRT T AOTRIRE IR 23 AN PR 2 AL T ARAT PR o AU 75 ) PR 3 A e AL [T P
e NP PRI RS R S JCHSE , AT 1 ARSI AR B0 X B8 AR Atk ]
FRORPRER TS 5 o

LZAARE

[0007]  — 5Tl 3R T iR A s, Ho 5 5SEQ 1D NO: 18kSEQ 1D NO: 2G5 /D70%
Fr SIARIEIEE IAZ IR Fr 51, Ho BT AR e 1 B0 48 0K 1 22 /D /e s s PRIOAZ IR B B, P
IR A AR AR B kBr i ghton AR B tkHe rman s Ut s kUt recht Vi v
JP3 EEPRWR T 9 REPR THD VI 0 S PRE L s tree I MR i ARCL VT i i3k Lederle -
ChorioallantoicJi FlEEPRAS « ARG LIS S PRNZ 2 AR A 2R T IS o

[0008]  — 5T, B T MR WA ST AT IR IR S R 00 S AR o

[0009] T, B0 T 29 dl G, HE ErR T A R I AU SRR IR 5 e 25 o
[0010] S5 —J5 T, St T iR97 A I AR S A E I 5 1k 1207 B 4 0 5 i H
TETT A RO R WA S TR IR S 25 , IR YT A S A « 7E 52075 2, S e 3L

DR 5 5 LA A S A  OT UAE  RT51M  ROA Jo FFA  F

00111 Sj—J5if, Stk T —FE Bk Sk & 1077 4 %77 B4 T DAk B A4+
i EEMRBrighton LT AESTN d5 PRHerman SRt BEARUtrecht o Hd SEARWR VJei 12 25k
THD o iR mEMRE L stree Jii P B PRCL I B Bk Lederle-Chorioal lantoic It P &5
PRAS AL G U3 mE RN Z 2 AR A0 B PR T TS B s R e 4 it I e v ik &2 /D
PN mE R ), I B S 25

[0012]  —Jyifr, Stk AP AN An e sE 1 5 7 1200 T AR A I 5 an AR SR Y
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FR AR B e il

[0013]  — 5 1hl, f2 ik T A s, Ho5 5 SEQ ID NO: 15kSEQ ID NO: 2L E/D70%
Fr A IARIA I AR e 8], Hrh iR P A A0 g« (1) ok [ 2 DRI [ DA T i sk
R B« -t 20k Br i gh ton G AR & PkHe rman « Sutrfif fs kUt recht i B i 25 HRWR |
S T AR THD I MR B bkELlstree U W S ARCL I i Bi bk Lederle-
Chorioallantoic i M EEARAS AL Ll TS RN Z 2R A 25K TS s (1) —Fh
B USR5 B (111) 4t RS o3 AR e A1) o

[0014]  Sj— 5], pt THR G2, HA 5 5SEQ ID NO: 1A /D70 % FralAHRI M1
R A1, Forp Frd AR A A« (1) 2K B Al &5 HkBrighton e HES i d:PkHerman . 77
FR e RUt recht o iR 2RRRWR T 75 2Rk THD Joi 1R 23PRE 1 stree T B 2ARCL VJiT
Wi siPkLederle-Chorioal lantoicJui s BEARASIAZIR B (1) —Fhik 2 Muiatzig
Froils ek (111) Zmbd rTAS NS o3 HORZ IR i 471 o

[0015]  Sj— 5], e pt TR G a5, A5 5SEQ ID NO: 2 A /D70 % Fr AR M1
IR 74, HoHp BT iMAZIR - 7 A« (1) SR H FAR A TSI sERNZ 2 A A S PR T TSI
TR B (11) — ek Z R UE AR e 415 5 (111) 4 rTAS US43 HOAZ IR 5 471 o

[0016]  j— 5], Bept TR G a5, HA 5 5SEQ ID NO:3FA 2 /D70% Fr Al AR
TR 4, HOHp FrRAZIR 7 A - (1) Sk H AF-0is 85 hkBr i ghton e BB BifkHerman \ 7,
FR e RUt recht o iR 2RPRWR o7 575 2Rk THD JoT 118 23PRE 1 s tree T B 2 ARCL VJiT
W siPkLederle-Chorioal lantoicJu i BEARASIAZIR B (1) —Fhik 2 Muiatzig
Froils ek (111) Zmd rTAS NS o3 HORZ IR i 471 o

(0017 — )5, 2t T ke daiae, A& 59SEQ ID NO: 15SEQ ID NO:2HAT%E/D70%
F A ARIA I AR e 8], Hh AR P A A0 g - (1) ok 1 2 DRI 1 DA T i sk
FR B A 85 PRBri gh ton e BERR B kHe rman SR Jeii igbkUt recht o R S5 PRWR |
S AR THD I MR B bkELlstree U W S ARCL I i Bi bk Lederle -
Chorioallantoic i M iR ARAS AL el TS RN Z 2 AR A 25K TS s (1) —F
W FRPURAZIR P o1 5 (111) — PPl 22 MR &5 5 41 5 5 (Lv) Zmbs Al RS R 2 AL IR Fr
Ao

[0018]  L— 5, Bept THR S a5, A5 5SEQ ID NO: 1A /D70% Fr Al AR T
IR 74, o FrAAZIR 7 7 A - (1) Sk H AF-s 85 hkBr i ghton e BB B fkHerman . 7
FR e RUt recht o 7R 2EPRWR T 575 2Rk THD Jof 1R 23PRE 1 s tree T B 2ARCL VJiT
Wi EiPkLederle-Chorioal lantoicJu s BEARASIAZIR B (1) —Fhik 2 Muiatzig
Feolls (111) —Fhmk 2 FMZIRES G 415 5k (v) g T AGIIER /3 OAZ TR Fr 51 o

[0019]  Sj— 5, e pt THR G, HA 5 5SEQ ID NO: 2 -G /D70 % Fr Al AR M1
TR 4, P BT iAZIR - 7 AU« (1) SR H FAR A TSI SERNZ 2 A A SRR T TS
R B (1) —Fhak 2 M e e 41 (111) —Fiak 2 MR 454 415 5k (iv) gt n]
QMR IR T o

[0020]  G— 5, e pt TR G, HA S 5SEQ ID NO:3FA 2 /D70% Fr Al AHRI M
IR 74, HOHp BT RAZIR 7 7 AU - (1) Sk H A4F-0is 85 hkBr i ghton e BB B fkHerman . 7,
FR EERUt recht o iR 2RRRWR T 75 2Rk THD Joi 1R 23PRE 1 s tree T B 2ARCL VT

4
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i BEfkLederle-Chorioal lantoicJi iR e ARASHIAZIR Fr B 5 (1) —Fhk Z Mpiaizii
Feall; (ii1) —Mhek 2RISR AL & FE 1] 5k (iv) Gty rT A A3 AR e 471 o

F3 ] 5% RF

[0021] &[T . 5y S AR A A= AR5 B PRI B 25GLV - Th68H10ncoVEX GFPAHLEL , Bl fik
SIER R0 B Pk#33 (SEQ ID NO: 1) A1#17 (SEQ ID NO:3) ' AL Bt a3 nae 1.
[0022]  [&]2. By S AR A A AR B PRFIDN B 25GLV - Th68H10ncoVEX GFPAHLEL , Bl fik
AENEIR R B RR#189 (SEQ 1D NO:2) or L i dnfin A ae 7.

[0023]  [&]3. 55 S AR s AR MG FepE 25GLV - 1h68F10ncoVEX GFPAHLL , i ik A 1
Ay Ekk#17 (SEQ 1D NO:3) F1#33 (SEQ ID NO: 1) 75 s 4 22 b oo A 35 sas 4m i
T VAR

[0024]  [&]4. 55 S AR SR FpE 25GLV - 1h68F10ncoVEX GFPAHLL , i ik A Fll o
B0 k#1889 (SEQ 1D NO:2) ZEfEIm AN A b B s A &g R faae /.

[0025]  [&I5A-5C. BB 2540 Bkke33 (SEQ ID NO:1) FI#189 (SEQ ID NO:2) {X B4
o A B L I AR SR 5 T 1 o AR 22 2A0 . 01,0 LA . OFIMO LI B AN it o S A I
96 /NS AT )RR LAMOT 45 fMKN - 45 ([5A) , 0CUM-2M (&]5B) FIKATO-3 (K15C) 1 41 fi
[0026]  [X[6A-6D.HOV-189 (SEQ ID NO:2) fEARSMOAN N & E A = FAVEFL B g i &
PP #S J BS TR) R 790 1 4 e 1« (16A) Hs578T.LD50,MOT 0.396 (SD 0.113) , (KI6B)
BT549.1D50,MOT 1.636(SD 0.539) , (K]6C) MDA-MB-468.1.D50,M0T 0.185(SD 0.071) , (&
6D) MDA-MB-231.1D50,MOT 1.712(SD 1.263) oLD50 (96/NK) |, A sb 5 MO, JR G
I SD AREZE

[0027]  [&I7 . AF = FAVEFL IR 40 & P & IHOV-189 (SEQ 1D NO:2) o AEARE & K (MOT
0.01) N, 7E{A&SNBT549 Hs578TAIMDA-MB- 23141t 2 b & 2 T 4 380135 25 &2 1 . MDA -MB- 468
FHHOV - 189 fHIZEMOT 0.01 N2 o /EMOT 1071, MDA-MB-468H1[JHOV - 1894 il b Hofth —
Thani A PRFE) LA K

[0028]  [X[8. 55 AL , ZEMDA - MB- 468 S AR AL DA 25 10° PRUAEAN e 1 771 i e
PITESHOV - 189 (SEQ 1D NO - 2) 5 %0 AAR T AR EE A/ N o 61 JHREE S PBS CRFIE) L 10°PFU
AR 10" PRUREANIYRT ke L 0°PRUSE IR , R0 4 IR (AR g 29100~ 150mm” o K 2453 K1)
IR/, I IR SRR S e 4 Rr6 i

[0029]  [K]9. 55228 PBST ST FEAHLL , A8 IR PN SFHOV - 189 (SEQ 1D NO:2) ALFRIHE
TNl e =& SR NEEN i3 2 (N EATE SR N L= 4 N

[0030]  [&[10A-10C.HOV-189 (SEQ ID NO:2) {E{AK N J&HMDA-MB-468JIr o B AL HL: 1
EI 55 1 2 e DU S5 28 A I S /s AE IEE PN S HOY - 189 1 R WA SR ¥IMDA - MB - 468
SRR AL R 22RO 2R . (BI10A) iHHRTIEE, 10X, (BI10B) 3K 5 10 PFUISS T 4R fiE
10X, (&[10C) 3£ [ 10°PRUTATT 411 MHEE , 60X o (ORFAIDAPTAI HY) .

[0031]  [&J11. RPN BFHOV- 189 (SEQ 1D NO: 2) St A 2273 it g JIeg 72 A Jiveg 40 461
Ff| (tumoristatic effect) . £EMDA-MB- 46855 FFSA M P2 AE 1 26 — FL A eE F10°PRUY
B AEE PN R STHOV - 189 A TAC R, 1T A4 S8 DU FU BRI o JHPBSTE S XS M Ipfeg - K 2043
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R e I/ N

[0032]  [&[12A-12L .5 7F 254 100ul. RPMI5%FBS 1% $i4: 2 - Hi b A M B AL
W 3x10° B4, 5T PANC-1.MiaPaCa-2.BxPC-3.SU.86.86.Capan- 1 FI1AsPC- L4 2 it
FT24/ N 4RI &M o SR DAL 0. TRRO0 . O L)AL A 2 (MOT) N 20uL T 7 25 o 8 1 7]
Fr A 4L 20Ul CellTiter96 Aqueous One Solution Cell Proliferation Assayjf
LEEE /INN TR 2B TEE 38Ok I T8 H 4 is IIE « STI6 45 SPRAE L NS 7R FEFIMO T
O I o 1% S0 A = R SR IR )2 R F#33PA 1.0 1550 01 [IMOTALFRUPANC-1 (& 124) .
MiaPaCa-2 (&]12C) \BxPC-3 (&]12E) .SU.86.86 (&]12G) Capan-1 (&]121) Fl1AsPC-1 (&]12K)
B N TR 4B A0 0 b o 3R 25 H T B F B 7 25 A PRI s 40 PANC - 1 (] 12B)
MiaPaCa-2 (J&12D) \BxPC-3 (|&]12F) .SU.86.86 (& 12H) .Capan-1 (&]12]) F1AsPC-1 (&]12L)
FE120/ NN 4RI A5 1 20 FEOREIR I A TG 1T o0 A, B33 5 HAMB S aG AH A T LR B, A
SR/ ] P FH B R 2275 22457 (One-Way  ANOVA) FilF 7R o 5 T-SU. 86.. 86 (K] 12H) , ZE4E/MMOT
RO A S I TG 2 M

[0033]  [&|13A-13L. 0 AES 45 2mL RPMIL10%FBS. 1 % Hik 2 - B b AR A L sl AR
5x10°/M4HJia, % PANC-1.MiaPaCa-2.BxPC-3.SU.86.86.Capan- 1 1AsPC- L4 At 724
NI R R 2R, T R SRR IR B 7R BT PA500puL RPMIL2.5%FBS 1 % HiAE 2 -t
PR A R L K (MOT) 0. 01 I A\ #33.0ncoVEX GFP.GLV-1h685k#189, 55k 1/, 4520
SRR ED o AE /NI W HH 2 72 FE 9 IND . 5mL RPMIL2.5%FBS. 1% HiA: 2 - P HIR I -
FE24ASFNT2/ NI W ER AN 1T W, FEAE = RS AR R E IR TG , TE S PR A T4
B o T K2 S50 I 2 W T QBT 7 B AR BRIPANC- 1 (B]13A) \MiaPaCa-2 (K]
13C) \BxPC-3 (K|13E) .SU.86.86 (4]13G) Capan-1 (& 131) F1AsPC-1 (& 13K) &5 4 i i H]
IIPFU/ T 3 4 o iR 25 HH T EE#PANC- 1 (B 13B) MiaPaCa-2 (&13D) BxPC-3 (K 13F) .
SU.86.86 (&13H) .Capan-1 (&]13]) Fl1AsPC-1 (& 13L) AR e 2 it rh g Fuis 50 BN
JNPEU/ 1 7 4 S5 B I o A0 RN I TR] (o P B PR 3205 22 o A b e #3355 HLAth SR 3641 1)
G AT

[0034]  [&[14A-14C.+/\ T ENude -Foxn 1 ™HMEMERRFR, (Envigo, Indianapolis, IN) AE A\
T 2x10°4MMi aPaCa - 2R3 BU I FrivEE o — ELJieg RS H5A 21400mm” , 2= MIfHEZTE 5500l PBS (34
/NERD W PAK£91x10°PRU/ #7383 #33 (55N #33- (SE) hNISEk#33- (SE) hNIS-E9LmiR100t
(BIHU/NER) o B FE R A 40 1 (B 148) FgeiE 9 e s 1 0 kb (&114B)
MR H IR E 7t (E140) , FFE43 K.

[0035]  [&|15A-15C. —+ N iENude -Foxn 1 ™M #RER, (Envigo, Indianapolis, IN) H
N T 1.25 X 10°ANPANC- 1R B g o — H g )RStk 20 29 250mm” , 2= g i S 50l
PBS (4 -/NE < PAZI1 X 10°PRU/ F7: 6#33 (6 4/N) ~#33- (SE) hNTS (6 -1/NF) ~#33- (SE)
hNTS-E9LmiR100t (5 -4/ Bk #33- (H5) Fluc2. &5 H10 SR k4 T A8 (L 45 b (B15A)
FUERTE S IR A 15 47 L (B 15B) A28 9 e a1 1 40 bb (B150) |, FFel43 K.
[0036]  [&]16. 4K, — A PBSXS H/INER A3 I #33 - (H5) Fluc2i 5 i/ NI BN T S
T-150ul PBS[¥J4.28mg 7 (35« T BlE , Aol ZR ek NIRTSF O C MG « AR NN TRLS S
AN AL I AR TAE D St IIPBS KT UV INSREA T 43747 o

[0037]  [E|17A-17D. 05 £E 2545 100ul. McCoy’ s BAREFREE 5 9%FBS 1 % Hid: 25 - Hr L A
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TR LA 3 LO* NI, SPHT - 29F1HCT - 11638 4110 223047 247N 4 25 P 5 SR DA
JERGLF E (MOT) 1.0, 1/10. 01 JIN20uLyp5#5 : #33 . #33- (SE) hNTS.#33- (H5) Emerald.
OncoVEX"™" \GLV-1h685k#189. i1t 1T A FLHI A 20uL CellTiter96 Aqueous One
Solution Cell Proliferation Assay el E /NN G PR TEH ok 76 H 40
TIDNE & S 45 TR RIEA AN 7R ELRIMOT O IR o 1 5286 F A = R o 2 IR A2 s FH#33 LA
MOT 1.0.15K0.014FRIHT-29 (BI17A) FIHCT-116 (B 17C) [N [H] R 4n A5 1 45 LE I
W R I He s T s BEAL PRI HT - 29 (B 17B) FIHCT- 116 (B 17D) 41 AE 1 20/NN 141
FOATIE 103 EE AR « HEA T e T2 0T , #3355 Hoth S8 4H FRA TEL B, £E NI TRD i fil
R IR 205 2255 HT o

[0038]  [X]18A-18F.if it £F100ul. RPMI5%FBS 1% A 2 - BBl A TR B LA AR 3 ¥
10°ANZHJI, 4 SWE20 . SWASOFICOLO 320DMIE £ it Z AT 4R 25 MR 2 o AR i DA B 5%
(MOI) 1.0. 1F10. 01 JIN20pL i % : #33#33- (SE) hNIS.#33- (H5) Emerald.OncoVEX"" \GLV-
1h68uk#189 . 10 1L M AT AT FLP A 20uL CellTiter96 Aqueous One Solution Cell
Proliferation AssayFf7EWF & /NS AT EG (8O0 - 745 H 4Rl 3l aE » SR 45 1
FRIEA AT 7R FEFIMOT O R 129086 F 48 — R« R /s FH#33PAMOT 1.0.11K0.01
ALPRIFISWE20 (E18A) SWAS0 (K] 18C) FICOLO 320DM (B 18E) [l [HIfH A A7 15 45 Lh I
RIS L B s 2240 FR I SW620 (K]18B) L SW480 (J&18D) AICOLO 320DM (&I18F) Ji
A 120/ N AR AFTE B A EL AR I« 3EA T Ze T 45 #r , B33 5 Hofth S 4R A T &%k
FEEFAI TR S R R 220 Mo U T 5 “NS” SR AN B &

[0039]  [&|19A-19B.1H 1 fE100ul F-12KE5772E 5 % FBS 1 % A= 35 - HirL VA TR P A ALl
W3 X 10PN, W LoVolm it 2 B4 TEM R IAE - AR5 DAL %% (MOT) 1,0 110. 01
HIN20uLd7 25 : #33#33- (SE) hNIS.#33- (H5) Emerald.OncoVEX™" \GLV-1h681k#189 . i1 1]
Fr A 4L IIN20uL CellTiter96 Aqueous One Solution Cell Proliferation Assayjf
TEIF & 1IN T 2B TEE 38Ok T4 H 4IAETE J1I5E 5056 45 SRR D575 25 FIM0T
O I o 125286 T AT = IR L IR 19A /s F#33DAMOT 1.0 15k0. 0 1AL PR LoV o 2 it Fri [1]
YHIAFIE E 29 b B 19B R R EL R T AT 7 i AL R I LoV oJea A7 1 20/ NN R 4RI 40
FEROREIRIE « AT G b0 A, B #3355 oAt SEEG A IR T LB B, AE RN R) Sl TR TR R 25
T LA NS FoR A .

[0040]  [&|20A-20D. 5 £E 247 2mL McCoy’ s BAKFF3E . 10 % FBS. 1 % Hik 2 - Pl FIA I
I EF AL 5 x 10" AN, STHT - 29FHCT - 1 163 4 A FE A 724/ N 5 i <8, g —
R AR RS FREETFFAEB00uL McCoy’ s BAKFFRIE2.5%FBS 1 % HiAE 2 - HrE A H A
JRHLE K (MOT) 0. 01 A A#33.#33- (SE) hNIS.#33- (H5) Emerald.OncoVEX" " GLV-1h68k#
189K L/INI, BE2043 $IRE SN o 75 LN I, W FR B 72 B0 IINT . 5L McCoy’ s BARGFREL.
2.5%FBS 1% Pt 2 - PrEL IR - £E24 AN T2/ NI ISR IAD 118, ITAE = IR ¥ A1
fREAEIAS , 2 PRI T SR . R R 225056 . IR oo THT -29 (K
20A) FHCT-116 (E]20C) BB TAIFFIPFU/ 5 )1 4B o 1845 H T EBRRHT -29 (]20B) FTHCT -
116 (E20D) AP da 41 i Ho i 2 A0 R NI TR] AU PRU/ 15 0 4RI S5 T T o AR BRI ]
FA T BN 25 25 A TR e 33 5 oAt SLBS A I St AT

[0041]  [K|21A-21D. B £E5 4 2mL RPMI10%FBS. 1% i 25 - Jrrt B iAo B FL AR
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5x10°/N 4T, K SW620 FISWASOSE 4N A 724/ NI 25 Rl Hh 48 , T 6 — UKk SR IE I L
FRHLITAES00ul. RPMT2.5%FBS 1% Hik 2 - Hrrt s i b USRS E 5 (M0T) 0. 01 i\ &
33.#33- (SE) hNIS.#33- (H5) Emerald.OncoVEX®"\GLV- 1h68ik #1891k 1 /N, 422045 FhHE 2 .

ZEUNII W HH B 72383 0N 1 . 5mL. RPMI2.5%FBS. 1% PrAE 25 - PrEL IR - 7224 A8
T2/NI SR AHR RN L35 , FRAE =S R AR R GRS , B TR S R GE SRR . T
AT Z 50 RIS s A 22 AL BRI SW6 20 (] 21A) A1SWAS0 (K121C) Jradmfit it
INFE]FIPFU/ 7 4R o A 45 HE T EE s SW620 (B 21B) FISWAS0 (B 21D) ALFR [ A b4
Pl SR E RN ]S I PRU/ B 0 4B 25 T I o A NI 1AL T IR 205 25 0 Ak AT T
Eeu33 G HAM SIS A Gt 0 M

[0042]  [&|22. F9si5#33k#33 - (SE) hNTSJRALHIHCT - 1 160 4RI G S 4 UL M o I
Gl 247/ N7 BRI £, MOT 50 01

[0043]  [K]23. [T 5833 #33- (SE) hNIS/EULIHT - 2998 4R T B 2H 2K 7 AT o Sk g
Je 24/ NI PR 1, MOT 0. 01

[0044]  [&]24 .14 PENude -FOXNT " EMERR R (Envigo, Indianapolis, IN) A\ T 5 X
10%NHT - 290K UM R FIRE o — ELJeE ST i 21129 200mm” , B3 A friRE LS4 50ul. PBS (451N

PAZJ1 X 10°PFU/F17E 41433 (5 /N 56#33- (H5) Flue2 (5 /N o B R0 S P v 4 A
T LB AR A T o0 bE , Frsla2 K o K124 18 7RHT - 29 JIhsgg Bt s TR] O AR 1 7 40 Ll » 2405
PBSXJ i 533 (3 LU/ F1#33- (H5) Fluc2dHATEB AR, 13 2 IR R AR AL 3 0 be i s =%
ZE5 (43 5 p=0.02H1p=0.03) .

[0045]  [&25 . BT ZK , — A PBSX HE/INER RT3 L8833 - (H5) Fluc 293 5 19 /NSRRI P 7 55
AT 150uL PBSII4. 28mg M6 2 - T4 Bh I , AEARIE SRR N ARG C RIS o AL BRI TR,
T SRARS B AR T E TS S IPBS A /N T o0 T o

[0046]  [&]26.19 -/ ENude -FOXNT " EME#RER (Envigo, Indianapolis, IN) A\ T 5 X
10°ANHCT - 1161 BN g o — ELfifrgeg X~ 1 20 29200mm” , AR 7 5500l PBS (2541
U < PLZI1 X 10°PRU/ K173 4133 (3 5/NRL) <#33- (SE) hNTSEk#33- (H5) Fluc2. £ 0 s vk
H e A LU AR L o bl FEER42 K . 1A 25 8 JRHCT - 116 )R B TRl A2 1L B
EE o B PBS AT HH 5#33 (34/NFL) «#33- (SE) hNISHI#33- (H5) Fluc2iFf THLERIN, 7 B i
FARFRAY e 22 5% (03 B hp=0.0002,p=0.0001F1p=0.0002) .

[0047]  [&I27 . SR, — HPBS X HR/INER A3 28433 - (H5) Fluc 2y S/ NG R A 7 B
JA1-150uL PBSI4. 28mg)dﬁ/% T e AEPRE SR R PRI R AR o« AERE I ]
T SRART B FARRT T 15 5 OPBS KT FR/ NGRS T4 #T o

[0048]  [K|28A-28C. JEULJG T2/ NI, IR IR 25 A5 10 e T e 2124 i 1) 4 i 2528 o 45
5000/~A549H21995kHF 1 5% £ 4E A O AR IR AR AE 96 FLAR I EEAFL A 85 K, A 2 Fh
5525 (#33.#33- (H5) Emerald.#189.GLV-1h68.0ncoVEX™™) DLFT AL £ (MOT;0.0.001
0.01.0.1-IMOT) JEHLml 2 (4 J&YL (mock-infected) o ERLYLS 72 /NI, i T
CellTiter96AQ, . One Solution(Promega;Cat#G3581) & Al /1. AT 25 AL 4
NP AE T 3 5 ém@mﬁm\m%ﬂﬂﬂ’@ (E128A) \H2199411fif (AI28B) mkHF 1% £ 4E4n ity (E128C)
AR

[00491  [&129. WA MIRE v BT 71, 76 B YR 7 54 1000PFU Y 95 25 (#33- (H5) Emerald GLV-
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1h68k /IR OncoVEX™™) J& , FEAS49 S ARSI Hh 5 R AU K GFPIAI 4 -

[0050]  [&30. A549 5 FIFS ALY Fh i K10 /N R i o /1 IR A A 4973 59 I 3, K/ )N
R BRI AR (n=43k5) , DA R 4R AR LI E A Rg R (~ 200mm®) , FF LI
SUNE AR g P9 7 59 10°PRUIR T 1o i (#33.#33- (H5) Emerald GLV-1h68.
OncoVEX™"  T-VEC™. #189.PBSHI ) sk i sy 6 (i.p.) #33- (H5) Emerald. & AR EE I 2 /N
U R R A 0 b SRR AN N T

[0051]  [KI31A-31B. A549 S FEAELIRI Fh (1 [P 1 o 71 IR AN AS 4973 5 i 3 i, 45/ INFi
5y BANFIALERZE (n=455) , DIEAE B ST E R AR (~ 200mm”) , 3 HL )4
SUNER A5 008 Jirnseg P 7 5 10° PRUSK T 7995 2 (#33 . #33 - (H5) EmeraldGLV-1h68.
OncoVEX®™ \ T-VEC™ . #189 PBSXH ) w71 4% (i . p.) #33- (H5) Emerald. i FHE 7R R AE
FR R I 2270 B (B 31A) R 287 4 (B3 1B) [ JIEg (AR o 2 28R 25 BAAN /N JivRg 4
o

[0052]  [&32. A549 53 FIRS ALY Fh 4893 955 25 1) IR AR o 75 JIRA 41 B AB 4973 B3 T 3 ],
B/ NS AR AL AL (n=45%5) , DAMEAE SRLH SRAFAR A S 38 g (48 (~ 200mm”) , 7
LA A /N R A A R Jeg P 59 1O PRURKI Al s 5 (#33 #33 - (H5) Emerald . GLV-
1h680ncoVEX™" \T-VEC™ #189 . PBSHIR) BRI S (i . p.) #33- (15) Emeral d. i %7
JRUE J 9 K N et R R o A SR ZRAR R LA BRI (i 22 1 %07 A Fh 3 S T IR 111 1)
F  Ge T2 BT AL EB 24K BN 22 5 2593 T (x=p<0. 05) .

[0053]  [&33. A549 5 FIES ALY Fh R 203 S 0 IHRR (R AR o 5 JIIRA 41D AB 4973 B3 T 3
B/ NFRAT AR AL AL (n=45%5) , DAL SRLH SAFAR A S 38 g (48 (~ 200mm”) , 7
LA AR /N R A A g Jeg P 59 1O PRURKI Al s 5 (#33 . #33 - (H5) Emerald GLV-
1h680ncoVEX"" \T-VEC™ #189 . PBSHHR) BRI S (i . p.) #33- (15) Emeral d. i %7
R R R R 2 B R g T g R R S e R LA e (R 22 I R AR T A 2
TR SRR et 0 AT AR 2B 24 R IR 225 22 53 i (+=p<0. 05) »

[0054]  [&]34A-34B. R AR 5 EC b  AE YRR 4RI AB 497 5 3 3, K5/ INERU o AN TRl
REFRLH (n=48%5) , DAEAE A SAFAR AR E e AR (~ 200mm®) , 4 HL 4 /NI I A
A P98E Jig PN B 10 PRURIT 10 25 (#33#33 - (H5) EmeraldGLV-1h68.0ncoVEX® " . T-
VEC™ . #189 PBSXJ HE) sk i34 (i.p.) #33- (H5) Emerald. i A A Jo 5 2 I i
FEPRAR 27 B (B34A) FIALRTE: AT (K34B) FAeg 1 JIeg R AR R s 2808 A1 al o s st 4
I (BREEOR) FO R (AF R E A A I A RRUR T S AN TR [V 5 A I AR . £ 151 34A - 34B
BRI PRI IR 2 B9 35 AR T AU R IR AR Ge vl o0 BT  AE SR 24 K ) PR
%5 25051 (#=p<0.05)

[0055]  [&|35A-35B. Z8yF S MIAR L7 S YRR (AB49AY) s Bl AR 0 A o A1 IuEg 4T
HOASA9TE 5 5 3 1, F5/ INFR 3 BN FIFOAL R A (n=3) , AMSEAE AR L rP AR AT AT A ~F- 349 g 4
B (~ 200mm®) , I HL AR /N A A 0 e e P9 7 5 1 0 PRUR T 25 (#33 1 #33 - (115)
Emerald.GLV-1h68.0ncoVEX™™) g4} 6 K Im , R IR A M IE H 28 B  Brik R 2H 21
e, Pl /N fBullet Blender GoldA)¢#sfriml PBSHIAJME B A Midbd T35S 14
REAGER , 2R 3EA T 145 5B A AL B B A3 M0PA 1000 pm 25 0343 B IS B 135 i o B IS TR
PEEERRRE , A T AR I 2 72300 5 5 70 P o AT BB A R 89 B 10 Mg g - 140

9
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JEAPFU/ g o [ 35BIE /oA 227 i 14 g A s 25110 I9RE PRU g

[0056]  []36. /[N Eil B 4 P 355 25 17 15 (ABA9BETY) o AE iR 4ROA 4971 5 e 3 J , 15 /N
FANFEIIALERAE (n=3) , DAEAE A 20 rR 3RASAR A S 3 g AR (~ 200mm”) |, T HLI1 4 A
JINBR P A 00 B e gg R B 1 0P PRUIE Bl 7~ 0 28 (#33#33 - (115) Emerald GLV-1h68.
OncoVEX™ T-VEC™) 5 257151 i 6 K, R IR A R T W 2 B o KGR A AR R, DDt/ N
et fBullet Blender Gold=JMK#s{Elml PBSHIAJK KA KW A T35 IR IE IR, IR/
BEAT 153 BIER 75 AL FE 45 A3 ML 1000 pm 2,003 73 B FIRLEE 17 B B GE SRR, T
Akt VA I B 0 S Y00 9 1 T o [0 36 S o B R e (10 20 2 (U ) PRU/ g NDARERARAS N
8

[0057]  [&]37 . 5 257 S i 20K IR HP RO 2500 5 o 7 JRE 4T A 497 5 3 7, K5/ INFRl oo
FANFEIIALERAE (n=3) , DAEAE A 20 rR 3RASAR A S 3 g AR (~ 200mm”) |, T HLI14 A
ZINGEL B A N e e B 9RE P 7 5 1O PRUSK T o3 2 (#33 . #33- (H5) Emerald GLV-1h68.
OncoVEX™"\ T-VEC™) o 1833 T sk 2 A/ INERL (n=3) WCHR IR o £ SUR VR R IE R I , SE £ 7%
SR TR ol PR L B 3000 T 00 2 05 25 7 o I 37 S s T R P 995 221 1L/ PFU/mL o ND
REARFIE

[0058]  [&]38. Hk A5 di# 33 L A% MR 4t (A549) 75 T b 37 AR 25 5 45 28 4R e 1)
JE 5000 A AR 96 LI HUEE N AL o 25 K, A R £ (MOT) OB A e
338k 3% AR B IR AL A B s A AT o £E TS T2/ N, i FHICe 11 Ti ter96AQ,, . One
Solution (Promega;Cat#G3581) M 41 /1o A T25 UG AN IO A 705 311 5 22
QAT E R .

[00591 K139 JAY7 G MR EE AL o 353 A 41 AB49 , R AR ALEE , HIPBS Pk, JF
BT 1 1PBSFIEL Ut DAGRAGAE 1000l 5 10N - K5 100uL A U5 R L S 380
P AR BRI P — M DA A5 U/ INRR ™ A= 2 A IHRR o JIFRg 4 it 5 P 3 1, 5 /NBRL 2 B
RIFIAEFRA (n=4885) , DAL R R AR LA 4 A (~ 200mm”) o 43 , 12
[ 2 IN BRI A5 A A A8 TRRE PN 5 10 PRURA) T 10 25 o B/ NSV R R ER B 2K, 48t
FR AR o bl A AR A N FE

[0060]  [&]40. [ Mkt - 55 7% A 4o A5 49, FREE (I g B, FIPBS V¥, HEE&E T 1.
1PBSHIE B e DAGRASEE100uL 5 X 10D o BF 100pL B TF I8 R 1 565 2 TG i
B HE AP A — M DA A5 L /N =2 24 g o a4 v 3 0 3 1 L S/ N3 AN T 7
REFRLH (n=48k5) , DASEAEAEEH r 3R AFAR A S 35 fiRg (AR (~ 200mm”) & 43 167 , AN )4
/INESURI A D00 bz s P 7 55 L0 PRUK BT 75 o o PRS0 U R R D (80 SRR
2T 5 IR AR (voulme= { (KB * X BEfF/2)) ARAR LA A NI R A A o

[0061]  [KI41 . JEHY 5 7R Z8 T S RA 80 Bt BRE v s 22T o 35 7 A 4 AS 49 , i
B RO, FTIPBSPEMG, H B 112 IPBSHERE TR DASRASARF100uL 5X 10°/N 4. #5100
WL AT R 3 5 B OB AR B I A — M DA U INRR ™= AR 24 IR - iR
ANMTE TS 38, ¥/ NS AR AL BR A (n=48k5) , DAMELEAR A i3RI S 34 e
PRAR (~ 200mm”) o 43 1.5 , A A4 S/ NS A M e £ Fofed PR T 5 1 O PRUFR T 10 25 o 9 2
G 6K, MR DM AE 25 B B IGRI A 2R &, VIR NI I Bul let Blender
GoldAJ¥ 3 {E Iml PBSHHIAINE K A1 WA T3S R BB R , SRS EA T 143 il 7 AL o )
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FKPA1000rpm 0357 PhIFUEE s i - K FIH R S RE , I (0 AR AR MG B i 72 0 2
I BT

[0062] K42 Jp5 i AT 0 A0 B 7 Al 4nieAS49, iR I BgALHE , FHPBSPe vk,
BT 1 IPBSHEEFR T AR AFEE100uL 5 X 10° it o 1 LOOpL AR B PR B e 210
TR B AP A — I A 7 L/ INBR T AR 24 IR o TR e B 3 T, 9 /INBR 23 B
R FIAEFRA (n=4585) , DAIAE R LA AR AR LA 34 I (A (~ 200mm”) o 43 , 12
[ S/ A DR £ JHg P 7 5 1O PRUTR P 73~ 25 o 5 2 TR S 6 % , WK IR LA K 1E
HWar B BGRIHEPRE, VIR /NI F(di HBullet Blender GoldZ&JJKaFfE1ml PBSHIZA]
KB T3 RRAEER , SRS A T Lo Bl e AL K5 20 22 W A 1000 pm S 00343 B
WCBE 1T R B T T TR SRR , Il TR i e 0 S 32 00 5 9 2577

[0063]  [&]43 . 227 Ot /NS HR 0995 B0 B o A5 TR N TR 1000p fu I B i 85, 454
[ TR A5 Y AD A9 JHVRA T /N B ) T e FDk AT R TR o 50 A o 0 B 300 2 B AR S LA o
R 55 o 7 5 28 LOR PRI H G AT A0 2 1095 55

[0064]  [K]44 . 228555 s U fr/INER A0 23 o 5 AT 2 A 49 , JIRER 1AL R, FTIPBSTE
Y, HEEE T 1 IPBSFIBL R P DASRAFAE100uL. 5 10N oK 100uL A FF RS B 7
SR 2 TC R AR R A (g — A A A3 /N A2 24 TR o Ieg 4 v 5 e 3 L 45/
B3 AR ALER A (n=485) , LA AL R AR AR~ 2 g (AR (~ 200mm’) 4316
v A /NSRRI A g Jrnsgg PR 55 10 PRUIKI AT 1 25 o 81 FH S0 7 R i 2 g
PRRAPE VR, 24 BN fEg > — R 3k g 6747 (3000mm3) /N SR E 955 25 A0 FR 1 A= 95 (12>
20 % PR HE) INRE /N 2 SR A

[0065]  [K]45A-45C . ik {5 #3315 A s AEAB49HH M AR 55 38U T I L 2 o T4 BATH Rl
IR S50 % AT 59 #E1OMOT (LD ) FFEA THUAL - [¥145B FI#33 K AR 22 LAMOT
0. 03pfufiHLANM , HAE AL 24/ NI 00 A s B30 P AR T N\ s s I A5 85 I, A &5
Z AT - P A5C R 4 5B H 975 #8ALAS A9 41D , AE S5 12/ N AT L8/ NS B2k
SRR FLI b 75 7 o 208 o i Py B0 000 2 72 0 3 9 FP 0 BT A B 2 TR T L
[0066]  [&]46A-46B. Jj#33uk#33- (H5) Emerald (FLJ2R (TK) 3L K #fEmerald (5f(a) Feik %
#1) DAAS A MO TS AB 49 4 it .« [&] 46 A5 5000 O AR AE 96 FLAR P AL o 26— K,
ANFIMOT AR S 2433 #33 - (H5) Emerald (FLJ2R (TK) ZE[M#iEmerald (Zk(0) Fik &)
SR  AE RS T2/ N i FHCe11Ti ter96AQ,, . One Solution(Promega;Cat#G3581) il
TE ARMTE 7 o AR T2 A I ) A 2 R A I IR A5 % 46 JT]#33 ) #33 -
(H5) PAMOT 0. 03pfulgHAB494H T , -7 FToas i [V p 00 2 o5 251 PEAFDN T 5 N\ 25 1 A5 £
B0

[0067]  [KI47A-ATB. FATAR G : B5 7= A 4AS49, s A RALEE, FIPBSPe ik, J &
F1: IPBSFIRL U ASRAFAF 1000l 5 X 10% N0 K5 100uL AR B T IRURE R 751 216
PR B A B — M DA A A5 45 L/ INRRU = A= 2 JIeg o JIIrg 4 e v 5 I 3 1 SR/ N B0 A
[FIHOALFEE (n="5) , DAEAE AR RAFAR AR e AR (~ 200mm”) o 43308 JF , AN A4 A
JINER PRI 0 Fhivge Jehs P T 5 1O B FEZ ik B A7 (PFU) [1)#33 - (H5) Emeral dikPBS o 1 11/ NEh#H)
G (LagoX il iR A 40) B T P OO /NI TER B2 't (UK - 465 F1A 5 : 530nm) Bl %,

11
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FEE TAMI v i ewBUGAC AR A0 PR I 5 B A TBAE FTIAML v i ew B AL B P AEAS RIS TR] vt
FAEAN R Emeral i35 G50 E (MFT) o LB S R 2878 BRI 1~ IMFT (n=5
SUNR/ED

[0068]  [X|48A-48D. [K48AK: 7 A\ iisea 4t A5 49 , JBiaE IR ALFE , FIPBSYEES:, HH & T 1.
1PBSFIL i DAZRAFEEL00uL 5 X 10°N i - 45 100uL AT B P R v 56 2 b
B R A — I A AT A L /INBRU™ A2 24 TR » IRg 4 v 5 e 3, /N B AN [T 114
REFRLH (n="7) , DAL A r AR LA 3R AR AR (~ 200mm”) o 3 16 , AR -/ INGR
(A I sEa FRE PR 7 59 10°PRUR#33 - (H5) Emeral dukPBS o 3 /NFE R AR EE I 7K, FE 28 L
R AR A Tl ARSI R SRR E i o A48 B P R A R R g 4
F (voulme= { (K &) * X B & /2}) A3 SR AR A/ NI IR AR o Ze 3T« SO TS
i s sk =P<0. 0001 . 5k33-GFPSE 45 [T1#33- (H5) Emeral dAL PRI ZI) - I48CL T TR MAbEE
R A /N TR AR o 1A 48D Y A — LA g A 2o JIhaEg 674 4 (3000mm3) Bt /)N Bt S it e
IRIE, FHH I A A PR HO A7 28 S PBS AL PR A 47305 M 26 0B A TEU S o G v« R ERR (Mantel
Cox) Ml ; skt =P<0.0001 .

[0069]  [&|49A-49C. F49AE 7 \ s 4n/fuA549 , JHids (A BEAL PR, FTIPBSPe i, JTEE T-1:
1PBSHIEE B e DAGRASEE100uL 5 X 10D o BF 100pL 41 B TF I8 R 1 565 2 TG i
B R A A AT S /INBRU™ A2 24 TR« IRg 4 v 5 e 3, /N B AN [T 14
REFRLH (n="7) , DAL A r AR LA 3R AR AR (~ 200mm”) o 23 e , AR L/ INGR
{0 0 e g PN T 56 10 PRURRI T3~ 25 o A0 BTG I 55 7 KRN 56 K, 6 3K [ 0 REAL R
I3 /IR S L R SR U SR EAN IR =i B DA MY o 108 52 W B 1000 7 1 o WSk e B PR 4
BRI, FRAE R AN B 2 M TEE B Ge v« FRIR 5 2259 H7 5 ##%x=P<0.0001 . ND=Jo ik
I o A9BSR U B G s B 5 7 ) B iR s s 6 R 6 e e AR MR I A1)
I B R DX 3 o BB 40 R L — A BRI /INBR o B4 9 C I 2 40 i S T A% I 2% D6 3R
(Roche) X 4 Jm 58 7 RGRAF IR U B b1 TR T 4R e 8 o 6 “BRPE T I, 7 %50
N4 Dnase 1(300U/ml) ALFEMIRE YR 105381 Ik a5 AR R T4

[0070]  [&]50.OVCARSLMMEAIMAINI & (AL S5 72/ N «B£5000/~0VCARS (A BN HLiE)
AN EIARAE 96 FLAR I EEAFLHR o 55 K, TR G B#3 3u TK - BRI [ #33 (#33/TK-) k#3355
BREHAH, HorhmiR100HLe t - 7e B 7 AR N AL T4 75 3 [ EILBkDARFH « AT 7R [P A
B M0T) FEA TG ARG R T2/ NN HCe11Titer96AQ,,  One Solution (Promega;Cat#
G3581) M AT 7 AR T2 I AT R R A AT 2

[0071]  [X]51. OVCARSAHIH Bl AE K Bl J1 5 4R E s B A6 F LA LL0 . 03pfuffMO T
HLOVCARSNNE o [ AL 24 A8FN72/ NI USCERE SR 11 2 AL R AL 4 D SR A7 o 208 3 I 0 i
SE AN AR B BRI, 2 AN T N 2 R = B O R B3

[0072]  [&]52. /N EE AR AV 43 bl o B 7R AP SLIRA 4T OVCARS, e Es I AL F, FHIPBSYE
P IFEEE T 1 IPBSFIE BB DAGRAFAEL00UL 5 X 10N o K 1 00uL A0 B 17 IR RE 7
SR 2 T R BRE A — A DA A /N A2 24 TR o Ieg 4 v 5 e 3 0 L 85/
T AN I AL PR A (PBSEIn=8, e FrGdin=") , AEAERR A Hh R AFAT LA~ 34 ivrg 44
B (~ 200mm”) o 3B , AN A S/ NG A e g P 7 S5 10 PRUAK s 25 BK PBS o K /N
SRR AR EE R R , R H = B AR (L o bl R R AR A/ N
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[0078]  []53. g (A AR . 5575 A BF LI 4 IOVCARS , [ AR I REALER , HIPBSIE I, AT
1: IPBSHIE BT H DASKAFAE100uL 5 X 1054113 o B4 100l 4 BT R R 54 20 T i
PRER SN f— MDA LN A 2 PR o SRR e 59 U5 3 L /N 43 AN ]
(AL R (PBSZHn =8, & Frf dln="1) , DUS 755 21 v 4R 75 AEHDAF S 44 Jirn g kAR (~
200mm”) o 53 V6 , A EE U NEL A MR JRRE P 59 10 PRUKI T 159 25 5 PBS o i F %
AR PR R R PR A (PRFR = { () X BERE/2) 25 T MR Pt B A/
FRUF 2005 5 G AT 250 e e 1 PR PO (AR A

[0074]  [&|54A-54B . £ 7E 5T FIAC 2 1 565 10 FRRE 11 S 320 v g 4 Lo 5% 7 A B0 L3584
OVCARS, JHiZE FAMGALFE , FHPBSPE, M & 171 - 1PBSHIE BUR FHLLGRIG £ 1000 5X 10°4
2400 o 151 OOL AR L TFIRLRZ NV 5% B JO MR L E I — A B A5 S N A 24
W o SBT3 L B /N4y AR AL FRZH (PBSEHn =8, B A7 4in="7) , DA{E
TERR2H PR SR S R AT (~ 200mm®) o 43605 , A1 L/ NS A D0 g g 7
2510 PRUIKI T 15 25 5% PBS o 5 P57 2 R B R 7 It JREg (AR (voulme = { (K ) * X
TERE/2) 22 TR ER A AT SIS Y eg (AR o I 54AFN54B 43 B B /s T 2875 FlA
TGRS R AR

[0075]  [I55 . JEHLIE TR B B HH R ST B 7 A DI ST SOV CARS JE 2 AL FE T
PBSVET , H AT 1: IPBSFISL e DABRAFAE100uL. 5 X 10%N 40 o K5 100 L 40 it 7% 7
Bz T 5T S JC IR R b I — D DA A L/ NS A 24 IR« IR e ) 3
JA B INER S AN AL R (n=3) , DMEAE R 4L AT A4 IR (4R (~ 200mm”)
ST AN AR L/ INERU A DR JBRd PR 51 O PRURI T s 25 o 750 B SIS 5 TR B
INFRZE SR E R A TR B DA JPhRg o ot W B 0 2 9 AR e B TR O R B, e
TR IR B 2 IR TG B o TR s AE I B R O JHE S DL B L TR0 R 280 St vy
ARSI B 25 o

[0076]  []56. OVCARSHUEZ FI/INFLAS BT (0mi R100 . K #5717 OVCARS S A A 1 i1 o I B
FL (n=23) Ze IRAE TR B A T2 B DA B MR B RGR I 4 4 502, FF48 Fmi RNeasy mini i
£ Qiagen) 43 B3 ERNALJET SN per PLAfAE 224 mi R-100(1 7K F-

[0077]  [&|57 . OVCARS IR FL/ N S B H I Let - Te o T OVCARS S MRS AL D 1 e
FL (n=23) Ze SRIE TR B AT IR B DA B MR BRI 4 A 0%, FF48 Fmi RNeasy mini i
F&r (Qiagen) 23 BIRNA A T2 per DA E 24P Le t - Te [l 7K -,

BRI A

[0078] ARSI THRGEDN &AL G, HALG ok AN FE S R A RFRIE DL = A= i
ZeA RGN R, S T RN A R I A &4 TR AR B IR G . &
FLORAC AN AR5 B ARLL , RS T S AN B 5500 BSPRAE —4INCT 60Jmanfi A i i
LRI EE ST 340, IR B i B RHO AR R B S E DU AR ST, 78
A A AR R o RS R A R 1 W B R AR M2 5 s Il — 1R 7 77 5 A
SR RIGTT AU

[0079] T.7&X

[0080]  FSRAE L/ HHOHHAR 1A A B AN A 5t 75 S RIANIRT T T, (FUE AT AR D
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AR T X e S 7 AN T T U AU A A W o ARG B B3I A A 4
FERIRYERE N AT VAR T 22 BRAZ A0 SO AN o P ARSI AR IR AR 2 H PR S5 8 5 58 10 %
ul=Yawrin IR RN Nl R

[0081]1 AT B & AR T 405 H 1, AR A BRI Ak 32780 A HR g s rh
SR AR AR T2 R 2R Fg SCEE A5 RS S TIPS 3L 3 Sk ek 25— 3500 Sk
pmad 51 PAEATAT H 23 NS

[0082]  ERARFANE S, M MIASAE FH I HSARRIRF 7 ARTE AT SRS BB S
FRAR IS AR A X o 2 W, 14, Singleton®: ,DICTIONARY OF MICROBIOLOGY AND
MOLECULAR BIOLOGY 2nd ed.,J.Wiley&Sons (New York,NY 1994) ;SambrookZf,Molecular
Cloning,A LABORATORY MANUAL,Cold Springs Harbor Press (Cold Springs Harbor,NY
1989) o ARSI (R S E AT ke 28 [T PAEART 5 1k B AR5 R T S R B £ it
VAN ESGEN 1T REASO ST I SR E A B IR SR AT IYEE .
[0083] R “/ BAR” uk “/ B Y TAZIR ik 5 5l 2 B, S FRPT AR R Rl
B A AR L AE HAE RIRIRAS T a5 G e difndd - al DU Bl ands stk , o F HoAT
DA TR sl 2 AR 7K TR R o 22 AN [ R b P A A0 2 B R, A ER P s P e e
2 FRL DK Bl B i o il 25 W A A ) 2 AR I B A DU SR AR .

[0084] IR “BAIR” sl “BAZ HR” uk “ZAZ TR sl L g 45 2 D T MAZ R
AT GERAT i ARE IR S FR I AR NIAZ E Rl B IAZ B R S A iR T A 5%
G, LEGANTHN ARG DR HIR” T TR 741 Rk “RHIR” U S B 2
HERI B —F A7, BIERAR AZ R AT DU AL F IR I A A R wl & B 1 i ik
IR ARSI AR I - 375 PR 6 FTOBUEEDNA | B FITBUEERNA (€03 s 1RNA) K L AT B AT
BUGEDNAMIRNAITE S I 38 071 S ARTE A 5 0 D AZ IR R DM sk B 1) - 5
FRELECBIOAZIR , g & B R EAE A E R IR AR, R 525 A &5
FEME I H AR T S8 2R 00 5 U o« X A A 1 S 0 FEAEAN PR T B AR T
ATLREIRIG  FHALRERR AR T HHILBRRR TR UL M 2-0- AL EAZ H R o

[0085]  AZIR A EAEARR 7 A o NSO RO “IERs e e A7 2 45 5 — R AR
B BT HAAZIR Py 41 B sl G5 BN ERSE AR Fr A1 2851 K 10t , AR M AZ
R 7 A2 A 55 4l AR P A Sl IS AN A P EAZ IR VA E AR IR R AL 3 4] o “UTI AR
SERBIEES & BIREAZIR (BUAmmRNA , AT EHFE AR 1 o) JH R0 D FEAZIR (4K 1 DNAKmRNA) 11
o SR R D PEAZIR (191 9mRNA) 1) B sl Mo A s M B 1 (AN BR A R MR A% ) FROAZR
({5 2DNA \RNA ZH RSB ZE 5D

[0086]  “FRicHUAZIR ki STAZ HIR &l ik Bkl P 45 & Thmd sl i B 18
JTEAR T L ko AR S S T ARG R TR sl A R , Hh M P R B A7 FT LA
A0 A AL S S BRI I A T A I o sl 25, A P v s A IAEAH B P 5 3 mT DA SR
MFEER, Horh—X 25 SRR — D Ea T 05— A= S EM R E A
1E S0 )7 2T, Bt AR PR S AR sl A A R IR T 5% 5 P = ik 0 A5 A A ST AT FLE AR U
7o SIS R ULl aia

[0087] il “H AN B “HAME” R IE— D AR IR 5 28 2L HIR T N 7 —#%
Y BT B BE 1 B, i HIA-G-TS5 FF AT -C- A G AR o B AMERT LU 1, Hrh Y —
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SERTRAR PR RO PR , 5 5241, FoHp BT A AR AR S S B DT A o

[0088]  MAZIG 5 Uy — LR T HIAL T IHRESC AN, B2 TR ERER T A5 a0, anhnifr
A Bk o AT 7 A IDNAZG IR 2 5 2 I I & 1, WS Z2 IR Y DNA T4 E b 32 5
WA BB Sk B 520 Fr AR %, ME S 4bs 3 41 il R E e B2 5 ol A R AZ ik &4
LR E N LA TR, M) e S 4 r A AT R e B o 1l “PIIRE R e
IIDNAJF A M FlT , F HAE 5 T R AR IS 00 1, &80 HAL 313240 (reading phase) .
EE, B8R AN SBUT I o 1 7 7 (R AR M 7 R B R TE A £ o ANSRASAFAE X
7R, AR i IS A 5 e A IR B 1l ek

[0089]  AR4E “FEIA” EF85 548 A FUMIDNALX B ; B A dm 4n Ay X (i SRR KEIX) 2
HIANZ S 1 X3k DA S At X B (W) Z IR [alE 721 (N2 1) o TS 780 Rt 7
ANVA K N 25 - G4 7 R DR SR RN e i R PP A RS TR R T 2R o A, 8 1 L R 7 o2
FHRF A SR R SRR 1A 1 T

[0090] RSl IR R “Feik” ok “Rak 1 55 B RAHDCI , SE FiR 1225 PR R A SR A/ e il e
Y1 DNAZY - LE 4RI FR I 2k 7KF- AT DASE 20 i N A7 A B mRNA ) B 5 P 4 = 2 1)
TZDNAZRAS P2 1 BT ST AE « ARGRASAZIR 20 (B W1siRNA) [ FR /KA AT A A 4o
NI HEPCREENor thern I ik /7 EA M) (3 L Sambrook et al.,1989Molecular
Cloning:A Laboratory Manual,18.1-18.88) .

[0091]  ZASCHRAL[Y “siRNA” L /INT-HERNAT, “/NRNA” Bk, “RNAL” S FEIE BOSARNAIAZIR , 24
55 BE TR e P RE DRAR ] (1 4 i P 2k I, 122 8RN AL A5 [ sl 400 1) ATl B R PR Rk 1)
BB 7 o A TE OB 73— IWAZIRR 1Y) FLANES 43 18 5 H A A Bk SE A AR A 1 o A2 — AN ST
ZEH, sRNABRRNA D 5 59 $E A PR R A ARl SE e AH IR T BOB i s 1 RNATIAZ IR o A1 55758
J7 2, siRNAG I 5 G AN mRNARH G AE P HISE R 225 , o4 A MmRNA 15 < 1
IR N 2D 2915 - 50 A% H TR (BN, Ak s IRNA RS B AN T A 15-501
WA , HOBBE s IRNARYH B 2915 - 50/ MR o 7E FoMh S 75 2, K20 302
MBS, IR K 2920~ 258k 2)24- 29 M H L, 711120.21.22.23.24.25.26.27.28.29
N30 MZHTR o s 1RNA A EFR IR S5 E 5 A% W RNATEAE | A6 & JRNA (shRNA) \fRNA
(miRNA) 1141~ /\RNA (snoRNA) .

[0092] Y 52255 A 4N i sl AZ IR 85 1 T sl 8 pk— e (o FH I, RE “H” R4 A%
R A 1 BTl AR il 5 | N S IRAZ IR ek 2R 1 B sl R SRAZIR ok i ) B R s 18 1
s AT AR B B R 4n e . IRk, 0, SR Ui i ROk GETE LD B 4nig i &
RILIFEDR, ol Rk i ik« Rk AN S AR A Fk RIREL A R A 4 AAE Y Fak
SRR R gt P A A BREE 1 e FE A T TE A AR .

[0093] M SAZERIVES 3 AR I, AR “S )" Sz R B S N B R 24 F AR AL
FR AN FEAEAR IR S AR - A1 o 3040, A e B4 AR, R Sk 3 JC oS R e
AN ZA P, HAHES DA A R DIRe HEAZTR , 491 4k 3 — SRR a3l Ak 3
— /N RIF A GRS X o 25U, SR 8 1 AR DR 1 BT S A B B 2N HE E SR AL it
AR R B8 N, E & e) -

[0094]  RiE “INIRI 2 FRI6 E 45 E A sk AR RS NI 43 - sV ot (B, (50 AZIR Bk
AT B, A M “INEE B 17 AR B R R s A jaoh 1 A8,
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ARG WIS B8PSR B 2484 € i sk AE MR SRR B 12 F- 2ot

[0095] Y5 F %R ks BT, RaE “o 3107 Fon iz el A PR AR FAS HHRER
RAHIC BAth 4u 20 53 o & FTRAE , 140, AEBIAEARAS T, ELAT DU T sl KA« A
Py SVl A 0 AT A BOR Q0 50 P s P B S L Kk e v 807 £ it T o R Sy a1l
FEAE I A E I R ) B SR Sl .

[0096]  RIE“ZJK” K™ A1 “Ba A BT AF AR R] B il AR 2 SR AR L R &, Horh
LR T 2, BEW T LA S A & R A A 28 iz KB T T2 R R A, H
H— A A IR IR E AN KIRAAAE [ BRI N T AU, LU R IR A I
ERBEWAAE R IR AN D ERE G S E a2 MinaEn , Y Ed %
A IR EE A TN E E 5741

[0097] R “BREE” T PAEETB 7 SRR IR

[0098]  Rif “GIR” ST R RIRAAE G BN 5L , DAL S RIR A I s R IS
(1975 A E ] 1 2 S5 BR AU 2 SRR o RIRAFAE I S R AT Pt (5 25 A G A 2
HIR, VARG R BB BB R, IR IR « v - FRIEEA SR AN0 - IR 22 R - T Ak
FR R e T A 5 R IR N R BRI AN e &, BV S A R R VA
FIRFE PS5 G ok, 2075 22 208 1 S 2R  FRH el T A HH A R FH A o b S 250
HALBMMNREP] (10, 1E T2 sk Bk 5k, IR B 5 R SRAEAE I S AE ]
IR S50 S TR B 8 B 5 BRI — A 2 B AR A H 2 LS R
SRAFAEM S BRI 5 RN E A B RIE “AE R IRAFAE I 2S5 IR R SR
AR S5 AR R AR LI S R AU & i S B PR AN 2 B LA o

[0099]  SAERR A AR AT DA i e A Rl B I = 7Bk F TUPAC - TUBAE M fk iy
P2 NS B P BT 5 3K0R  [FIRE AR AT DA o) e A1 Tl o e 52 [ B - B A R 4
R,

[0100]  “PREFABUHIAZ AR i ] T L SRR AMZ IR 7 4 o« e TR E AZIR FT 41, “TRSFIB 11
AR JE FE LR AH ] sl B AR 1 Z R 7 A AZIR o FH Tt (e B i i e, Vr 2 4%
PR 3 A1 K G WS AT An) 465 2 IO 2511 BT o U, B8 F-GCA L GCC  GCGANGCU A 2 e FE TR PN 2 R
I, fE - HEE N SRR IR B, B0 P] DABSCRE A B iR (R AT AR S 361 1A ek
QU TIEISE Al

[0101]  XPMZIRA A FRN “DUERA 7, O PRSFHB IR AR 10— B A S G 22 1K
[VRE—MZIR 7 Y AR ZAZIR R PRI DT AE 5 o RIS E AR N CUREAZIR T )
TR (5 T AUG, Foam i 2 i 2 R I ME— 25 A1, K TGG, FLall i A2 (0 S R I ME— 25
1) BIRT LA 1 AT A DO AR 143 -« PRI, s 2 IR IAZ IR BRI TR AR S AR 25
TERAHTRIM T

[0102] XTSI A1), ARUSE RN SIHEARAE G b 1 7 21 HR s R et 2k — N
Bk /D RS BRI AZIR K 2 IRk 8 A U A1 B A R S SR S s I SR ik i
L FE NI A AP S R B “REFHS IR AR SR DB 2 B2 1
PRSFEURFE AU A FIHY o XM RS BRI AR AGE BN , AHEER AR I 20 AR 1A
TR AR 3L A

[0103]  FARBHFFANHE AP IEE R T HURII TR : D) R (A) «HER (6) 52) K&

16



N 118834840 A W OB P 15/86 B

ZIR 0) AR (B) 53) KWk () AZIE Q) ;4) K2R R) R K) ;5) Froadfi
(D 2R (L) B aUiR (WD) AR (V) 56) RN 2R (F) 2R (V) s W) 57) 2254
R (S) « 38R (T) 5 F18) - ad R (C) i &R (M) (= Wil an,Creighton, Proteins
(1984)) »

[0104]  JRGE “MHIR” i “DRFIE” B 70 ELAE I s 2 MR Bk 2 P41 1 B SO, 245 2491
Fb e ki S XA T 8 I B M P BRI B, P/ R 264 e 21 s T 21 S AR IR G
o B FTHE I 1 93 Ee AR R 2 SR R Tk B oA P a2 (B, AE iR R I IX 3 2960 9% AR
[FIE, 12665 % ~T0% 75 % +80 % 85 % 90 % 95 % 98 % 5k 99 % uk B = AR A 1E) |, Hof
TR FHEOASEUTIBLASTERBLAST 2. 04 bb e Bk a8 i T TN L A Y R AR 75 1 0
(& WAIAONCBI M Eht tp: //www.ncbi.nlm.nih.gov/BLAST/ZE) o X ECEHI IR o # ol “
A EARRI” o 208 AT Ke sl il LA -0 A1 0 AR T 4 1208 SOE B R ARG
/8 I 81, A B BV 80« 40 B B, A ade 53k P DA SRR 23 52 25 o AIe e 3, A
R PEAAAE TR BN 2 /D 2925 S R Az R I DX eI, sl SR b K B M50 - 1002 2
FR O AZ A RRIM X T .

[0105] AR FHIIR T “ IR s S R, “TKIEER™ , “TK™ , “J2RFEA” Bk “T2R” jE HE4misne
P A4 B TR 2 SRS A 10 PR T 22 T 10 PR S e PR PP A A B 21 sl R ORAEAE T 2
ol AR RS R (BN, 5 s 22 AR EE BB 22050 % 80 % 90 % + 95 % + 96 % -
97 %98 % 99 % 5k 100 % NG TE) o fE—L8 T 1T, 55 RIRAAAE I IR AR , A Ak
[ JEPALE BN 7 2l Fe A —3555 1 (5140, 4550100 15055 200N ELAZ IR E5 ) B =
190 % +95% 96 % 97 % 98 % 99 % 13k 100 % [FIAZER - S AHFIVE o 2E S2J5t 5 S v, Jia ik
SR 5506 B T80 55 5 DQ1 21 3945 S8 [IAZIR - 41 1983422 - 83955 (v [1AZ IR F7 4l sk 5 H A 5K
JEARIFI PR PR A Al Rl I B AR o A1 S8 5 S Hb, R B R B3 45 SEQ. 1D NO: 4%
A AESTRE T R, BT L R JESEQ 1D NO: AR IR 4 o £F S0 )5 2, et
PRI AR 1) o A1 S5 7 ZE R, R ki 325 DAL 5 40k 2 o A0 S8 7 2 Fh , I i ek A
SEQ ID NO:5/AZIR 541 o 71 S5 /7 S v, IR R B0 G SEQ 1D NO: SIAZIR 741 o
[0106]  ASCHT HIARTE “F14 . 5LEEA” , “F14.5L 741”7, “F14. 51" S g $a g iR i Ak Fr
F14.5LZ A MEIF14 . 5L KIIF 14 . SLES R AT 4 sl R SRAEAE TE X, Bk AR fAR ek ]
Uiy (BN, 5F14 . 5L AL A ZE D50 % .80 % v 90 % 95 % 96 % 97 % 98 % 99 % ik,
100 % PRI o fE—2E 5T, 5 RIRATAEHOF 14 SLEEDIAALL , 2kl [FR A B4 Fe A1)k
FE AR50 b (BN, /550,100, 15055200 MESAZ IR HAT %090 % 95 % 96 % «
97 % 98 % 99 % k100 % WAL F3- S AHIFI I o 75 55Tt ) 56, F14 L BLEL R 50 i -85 5
KX781953 % 5 AR T 7111144428 - 442790 FIAZIR - 1 5 5 H FLAG ST RO R PR R AR A ek ]
VR SE AR o A S JE 7 26, F14 . SLAL 45 SEQ 1D NO: 6[1UAZIR F3 41l o 71 5 /5 S,
F14.5LEEA/ZSEQ ID NO: 6[FAZHR 7 41l o 41 5006 77 S H  F14 . BLEE PR R S8R 1 o AE S 5 56
Wi P14 SLEL PRI BB o kA o A 500075 S, F14 . BLAE AU FESEQ 1D NO: TIIAZIR 741l A1 5K
Ji 7 5 F14 . 5LEERUFESEQ 1D NO: TIIAZIR 41 o

[0107]  ZSCA I ARGE “DAREEL” | “PRIENE DNAKH LAV IR N S AR AR M At Fp /R
M DNANH LA 25 JACTE PR 1) R PR E DNARHESE (X T 22 JIK P PR e DNAWR LAY gL IR R AT E 4]
B RIRAEAE B A, B AR R sk R (9140, 55 PRESE DNAKI AL B 22 IKAE L G = /D
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50% 80 % 90 % 95 % 96 % 97 % 98 % 99 % 5k, 100 % N [1IE M) o fF—L8 5 Th], 5 RARIFAE
1 PR IEE DNAMH A i S RAH DY , A2 PR al R A 38 e A sl A1 19— 3593 (lan, 4650
1001505200 MELAZTL T Y) LA 2090 % 95 % 96 % 97 % 98 % 99 % 15,100 % [P A2 1k
Fr HIARIRI A o« 2E 505075 S, FRPEIE DNANHSE AL FHE DA S50 I T8 5365 DQ4398 15 % 1E A%
7 AI11102720- 1033760 A% IR 741l k55 -3 A S8 JETAH AT 14 (1 A2 p ol [ DR B AAH ] « £
ST S, PRSI DNAKHE REAL B RE A A0 45 SEQ 1D NO : SFIALIR - 4l o AF Sht 17 2 7, RIS IE
DNAMHEELA YRR SEQ 1D NO: 8ITIAZIR 741 -

[0108]  ASCRTHIARE “EILIL A, “DNAZE STl N S 2 R Y BEME AERFDNASE S i 22
JRTE 1A O DNAZE 5 25 JUK (1 DNA SR 75 T PRI RO A A B 21 sl R ARAAAE I 2, AR Ak [T
Yy (BN, SONAZE & 22 Ik 2 AR EE AT 27050 % 80 % 90 % <95 % 96 % 97 % <98 % -
99 % %100 % NIRTETE) o fE—28 5 11, 55 RIRAFAE IDNAZE S E AR LL , Ak sk [P 7E
BN P Ak 7 A 3855 b (B0, /550,100, 15055200 M ESAZ IR ) HAA 2090 %
95% 96 % 97 % 98 % 99 % 5k 100 % [WAZIR T Y AR M o £ 550 77 S H  DNASR A gL [
N TSRS AY 24331 25 TE ASTR 177 41 1956656 - 536 36 (v [IAZ IR 741l ik B L HAT S BTAR ]
PR AR Aol Rl P B AR o 78 55T )7 56 Fh , DNAZE S ig AL N B A5 SEQ 1D NO: 1212y
Al AE TN )T 2 DNAZE AL RESEQ 1D NO: 12[A% IR 741

[0109] AR FHIRGE “ N BRI s (AR, “hNTSEL[A” | “NISHELA” S & Fagn iy pe s
YR N\ B8 R 20 I PR 11 B o 226 47k 22 R P A s Ay 08 PR 5L PR RO AT i 4
BORIRAFAE R, B AR PR ak R (i an, S5 N\ B s s R 2 AL A 22050 %
80% +90% +95% 96 % 97 % 98 % 99 % i1k, 100 % N [FITEYE) o« fF—BE )5 1, 15 RIRAFAEI A
EL S R AL DALY , A ARk IR R e A1 5l 41 ) —354y | (5140, £550.100 150
5k 200N LAZFR T AY) HAZE/D90% 95 % 96 % 97 % 98 % 99 % 5,100 % [RI AR 5 411 AH
[ o £ S5 S, ARG ook (A K DR 5 06 B T35 5N 00045 3% T8 ARG Iy 4 2k
H B S AR RN MR PR AR AR s R S AR o 7 St 77 e, A it s (5L R fu 75 SEQ
ID NO: I3[R 341 o 75 S 7 S v, Nt L R/ SEQ 1D NO: 13[WAZIR 741«
[0110] AR R IE “Emeral d3EA” 5k “Emeral d 741”2 fE4m i e 4 rEmeral dZ ik
G R Emeral dZ2 Ik Emeral d3E R AT AR HE 20 Bl R SRAFAEROTE A, sl AR fRk ek [R] s (151
1, 5Emerald 2 K2 WAL FLAG 272050 % 80 % 90 % 95 % 96 % 97 % 98 % 99 % Ik
100 % NITEYE) o E—L8 0510, 55 RIRFEAE I Emeral dFEPIARLL , 42 PRk R IR0 AE 224 3 41
T A5 b (B, /550100 15055 200 M ESAZIR E55) HAT 2 /090% .95 % 96 %
97 % 98 % 99 % 1 100 % [WAZIR Fr SUARIRITE o £ 52575 5 M, Emeral dBE PR S0 B T8 5% 5
KF29366 1% & [1AZIR 7 41 13215 - 393 L AZIR - 41l sk B3 H HAT S BTARIA PR (R A A e [ 3
P IEAMN o A2 5205 %, Emeral dJE R AU FESEQ 1D NO: 14IAZIR 741 o A1 500 5 %6,
EmeraldZE[AESEQ ID NO: 14[KAEFG 741 o

01111 QAT T, ARGE “B5 ok U6 MR N Bk B8 k U C KB4 S TR gm iy ae
HEFpa K BRI T PR 82 K R R B 22 IRV K R ' 2R PR AT E 4
SRR IIE S, s AR Rk R IRy (140, 598k B C R 2 Ik Z ARt B A =D
50% 80 % 90 % 95 % 96 % 97 % 98 % 99 % 5k, 100 % PN TG M) o fE—L8 J5Th], 5 RARIFAE
(8 K e RS AH LY, AR sl R AR 38 e A0 5l A1 — 3543 b (Blan, 4550
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1001505200 MELAZTL T AY) A 2090 % .95 % 96 % 97 % 98 % 99 % 1%, 100 % [FI A2 1k
7 AIARIRI M o 7 S5 SEH i K L8 ) BRI S5 0 B -85 5 KF9902 14 % T8 WAL IR Iy
AII3129- 4781 [AZTR 3 A1 sk 55 0 HA S JBOAH ) PR 114 A2 A ok [R] ) B AAH ] o 75 STt 5
e ok e ZFEEL I AUATESEQ 1D NO: 15[WARER 741 o 45 St )7 5 b, i k TR
HRESEQ 1D NO: 15[IASER 41 o

[0112]  ASCHT FHRARTE “mCherryZL A B “mCherry 41”2 fa S aE B 4 RimCherry 2 Jik
JEPERImCherry 22 K tImCherry e DA AR 55 20 5k RARAFAEIITE R, sl AR Ak R 4 (1)
1, 5mCherry 2 K2 WAL FLAG 27050 % 80 % 90 % 95 % 96 % 97 % 98 % 99 % 1k
100 % N ITETE) o 5 —2E 05T, 5 R ImCherry JE ALY , 28 Rk R JR M E 34 7 41
T I35 b (B, /550100 15055 200 M E AL 5 5) HAT 2 /090% .95 % 96 %
97 % 98 % 99 % 5k 100 % A% IR - FIAHIFIPE o« £E 5056 /5 5, mCherry L A 506 B T80k 5
KX446949 % 5 AR T A1 1073 - 17830 AL IR 7 H1 ek 5 AT S BAR R] M P A Ak [T
WFEAHHIA £S5 2, mCherry2E R fUFESEQ 1D NO: 16[{AZIR - 41 75 S5t 5 %6,
mCherry 2L [HJESEQ 1D NO: 16[AZTR T4«

[0113] A FHIAE “H5JF2h 7, “H5” SR e fRdnhb R g 4ERrHb J5 21 2 I PR HS 5
) Z IKIHS JE B - AT EE A sl R IRAAAE T, il AR Rk R (B4, S5 H5 53l
LKL AL B A5 %050 % 80 % 90 % 95 % 96 % 97 % 98 % 99 % 1k 100 % PN [IIE 1) o
{E—SET5 1], 5 RIRAFAE IS JR B F-AEEL , ARk [P IR 38 21l 3 21 1 — 543 | (151
1, 7F50.100. 1505k 200N E SR ILES ) AT 2 7090% 95% 96 % 97 % 98 % 99 % ik
100 % WAL 7 AN AHIFIE o 75 S50 77 ZEFh  HB R B~ S50 B -85 5 F 1 386852 % FE AL TIR [7
FIHIT - T6N HIAZIR Fr 51 k5 H B SRR R MR PO AR Ak (R A S AR o 45 5006 75 &
H5 5 ) FESEQ ID NO: I8PUAZIR 741l o 75 556 /7 S v HE JH 2 F-4&SEQ 1D NO: 18[AZIR
FFo1,

[0114] QA HT ], KGE “SEJEZh 7, “SE” S e 8 iy BRIE 4ERF SE )R 21 2 TS PRIV SE
RN Z KIYSE IR BT A Bl R SRAEAEITE 2, sl AR Rk AT (5140, 5 SEJR 3l
T LKL AL B A % 050% 80 % 90 % 95 % 96 % 97 % 98 % 99 % ik 100 % PN (175
PE) o fE—SC U510, 5 RIRAFAENSE IS h T AHEL , A Ak [RIJRAE B8N e 41 5k 3 B0 ) — 350397
- (B, 4550100 15055 200 MESAZIR ) BAT 5 /090% 95 % 96 % 97 % 98 % 99 %
100 % [PAZIR Fr SRR VE o 78 500565 567, SEJR 21~ R FESEQ ID NO: 19[A%IR 741l o 1152
Jit6 J5 %&b, SEF sl T2&SEQ 1D NO: 199 FR 741«

[0115] QAT ], KRB “11IKIE B+, “11K” S fagatdat B4R L 1K S 3h 1 2 IS RN
LIKJE B Z IR L LK R B) - AR B A ol R ARAAAETE X, s AR Rk Rl (Blan, 5
LIKJEZD 122 IKAREE H A %7050 % 80 % 90 % 95 % 96 % 97 % 98 % 99 % i1k 100 % [N
FOTEE) o fE—2E 5T, 5 RIRAFAE I LLKS B FAHEE , R R AE 284 P A1 ek 21 ) —
M4y b (AN, 4550100 15058200 ESE R 53 AT %7090 % 95 % 96 % 97 % 98 % «
99% 1k 100 9% AAZIR P SIAHIRIE o £ 55075 5, LIKAR ) 7 S50 R X SKF179385 5 1
[AZIR 7 A1 40734 - 4077 LA FRAZIR Fr- 21 5 55 AT SRR IR 1 A2 fk ke [ I A 2 A
7l o £F S )7 20, LIKSE) T FESEQ 1D NO: 201 ALR 741 o £ 52t )5 2, 11K S ) 12
SEQ 1D NO: 20/ AZER 741 -
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[0116]  Hipkt B 2R NEREE T RN E 200 (47 &t ~ 150,000k 2 K £)1320/ 4%
B o« RIS S AW HEIR Z IR , B A — MR — N E ik R N A
Hrgk DX B 2 5 A S RPURI AT AR (V) X, R S R4 H e Ao EE
MITEAE (“C7) X FRg A E g A AR XA 34E s [ h— TP s Sh A it (Blanamia 2 im sz
1) I RTAZ DX o A R Rl T B AT AR XN, A 3N X B CRI10N A R K BD) |, FROh B b
B X (CDR) o P v A8 g5 A 3e 103X 7S ANCDR (3430 [ 4k, 3703k [ T A 34k [alrbift
IO LRI PR EE S, HASHE (dock) AEFEHTE o CORFAZ E A B T #iKabat ,E. et
al.,Sequences of Proteins of Immunological Interest,U.S.Department of Health
and Human Services, 1983, 198K AN E o At S ZECDRHAY P AR X E8 0 Fro A9 48 (FR) , H
JEBLCDRIERS -

(01171 ARYE A AU 8 5 T R 25 S FHARTE “BUiR” iRl an A se B o e ke 1 A7
PE By —28 FH 25 BhITK R I AL I 7 AR A 5840 RAE R P B o DRI, 040 F 4 I B AR
HEDK — AR TP AEF (ab)” 2, HUEFab— B84k, Fab/K B3 — R 5V, -C, %
Fen g F (ab)” 2] LAAETR ISR I IR DA TR DX 1) e, FIEREF (ab) ™ 2 2R 4K
Y MFab’ FAK Fab® BARSEAR IR BRI BEEIX Fab (3 JlFundamental Tmmunology
(Paul ed.,3d ed.1993) SV EME AR BOE I T 52 BT ARRITH IR E , (H A2 AU,
RN AR P BT DA K sl FHEE A DNA T 12 K 1o PRI, ARSI
RIEPUARIL CAE B e BT AR TR Bl 2 FHEEEHDNA T T2 K& b A
B (Gl an k) sl FHWGR B R o SO S APk Fr B (B DLl iiMcCaf ferty et al.,
Nature 348:552-554(1990)) .

[0118]  JRGIPESAERRER 1 (BTiA0) G B Ar (0 2 VU B A o B DU SR A Fl AN ARTFT O 22 il
SRR, BT AT > 57 ik (OCZ)25KD) Fll—> “Hi” ik (K Z)50-T0Kd) o 3455 N - AR
JE—/NRZJ100- 110 sl B AN S IERIM AT AZ X, H A= 9207 St i « KB Al 22425k (VL)
Sl R T AR XTI AR Bk (VH) sl B AT AR X 3 il FiR X S B AN H 5 X o Fe (B Ben]
AR 2 e BR AR I “BER sk RS, H R R A B, TR B B REAR
PPN DTk 2 5k 3 E S5 A e . 1 1t 45 AR E 2R A D, Fe X RUE R MU = AR SR 45
SEPUR GG BN o Fe XA 25 G S M2 AR, iF e ek, A e e 1, AsMALE
H.

[0119] AR ARLE “Prli” R HEREIB 4 S AR I PUASS & S5 50+ AR
PR DU S G A5 S 45 Gt GRAD BIPTIRDCS A0 R, Bk B i 45 5 S it
T FH A B AR S 1 —IMEE G AR RTAZ S5 a3 2H Ak (53 732 VL VH L CLAICHL) &
TEPUR S5 & G5 M INR i JE BT TR TE 7% (paratope) BRATUEE S0 i DU 45 5 S5 i 5
(IS T AR ZE A I S i AL

[0120]  HUARBIANLATERE B BRER A A s 1y — 28 FH & B IRER A = AR R 78 0 3R
AER P BUTAE o IR, 91040 2 RS AE B BEIX BB LA T 1ML DUk =AEF (ab)” 2, HogFab
SRR, FabZK By gl —fidt S5 VH- CHLE R I $2%% . F (ab)” 2R] AAELANSS A kS DAF TR
BAEX ) Wi, IR (ab)” 2 28 (RSEAK yFab’ B cFab’ FRAREEAR |7 AT ek
X b 45638495 (& W Fundamental Immunology (Paul ed.,3d ed.1993) .3 &Mk
FrBORET SE B UAT I PR E  (EE AU S Rh BT DA K
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Bk FHEEDNA TS TEF MR T IR, SO AR E DGR B4 IS S 38 e = AE 1
Ui Bl B FHEE A DNA TS 7 MK BT R B (91 a0 B Fv) sl 8 FHIGE I Ak g s SO
BRI UR T B G WA aiMeCafferty et al.,Nature348:552-554(1990)) .

[0121]  FgE TR | B (scFv) R i BREE 1 1) S T AZ X (VH) F2gE ] 221X (VL)
22102 K 2) 25 BRI A8 B MGEFE IR 5 28 1 o Bk Pl i s o B R A A ek,
N 22 S IR sk T BR VA B T A « 1Sk T DA VN R By S5 VLI COR e 4% , sl E [ 2.
[0122]  HUiKk RS DU 85 S I DU I DX o 20 SR P Ao AR Ast e 55 4 PR 1) (BHL
W) I — R S HUR S S, WP RIS S AR 207 sl 2 B & 3R A o R 10, AnE T4
gELME RIS (G WA dn Junghans et al.,Cancer Res.50:1495,1990) ,—FHiAnl.
510,205k 10065 1 e Mekl I — Bl 45 G I 2= D30 %  AEZ 01250 % < 75 % 90 %6 sl FL 2
99% o B E , WERGT BB IR — PRI S5 S IR AR T 2 B8 S8 ARk 7
BR Dy — MR g &, WP A TR B AR A7 « R B THBR — PR TR I 25 5 iy — L8
RS W EARETHIR 5 — MR 2, IR TR B & 5L

[0123]  HHIe AL IR A G PR (Bl anEdl R ek 2 vol i) &A%, /LA
i ARSI 2 R 22 FoR (D0, Kohler&Milstein,Nature 256:495-497 (1975) ;
Kozbor et al.,Immunology Today 4:72(1983) ;Cole et al.,pp.77-96in Monoclonal
Antibodies and Cancer Therapy,Alan R.Liss,Inc. (1985);Coligan,Current
Protocols in Immunology (1991) ;Harlow&Lane,Antibodies,A Laboratory Manual
(1988) ;and Goding,Monoclonal Antibodies:Principles and Practice(2d ed.1986)) .
i IR TR 1 FE B RN R B SE DR AT DA A R v, 5140, gt B se B AR 2 R A
DAM R 98E sa g 17 AR B A PR v TR o T A 38 sl R Am il 25 i B e e
PR E A AR A BE DR S » B BRI B I LR P W AT LA &5 7 A A AN R R e
PRI — N KEES (WA, Kuby, Inmunology (3rd ed.1997)) o A= Fgk Pk ok APt
TRIHEAR GEEE 4,946,778, 5 [H % 4,816 ,567) R DL S RIS L= LR S0 AR & B
Z KB SIAN, B BE R INRR Bl H B AR R an L e T FL st vl LRk Ak
s NPk G nplanzElE % #)5,545,807;5,545,806;5,569,825;5,625,12635,633,425;
5,661,016 ,Marks et al.,Bio/Technology 10:779-783(1992) ;Lonberg et al.,Nature
368:856-859(1994) ;Morrison,Nature 368:812-13(1994) ;Fishwild et al.,Nature
Biotechnology 14:845-51(1996) ;Neuberger,Nature Biotechnology 14:826(1996) ;1L
MLonberg&Huszar, Intern.Rev. Immunol .13:65-93(1995)) .uk 3, P DA FIWGE B o~ Hy
RE R R4 S de E MDA BRI R 28 Fab B (B W40 McCafferty et al.,
Nature 348:552-554(1990) ;Marks et al.,Biotechnology 10:779-783(1992)) .th ]k
FEHTART BOBURE SR, BRRRRE UM I HT (2 W51, WO 93/08829, Traunecker
et al.,EMBO J.10:3655-3659(1991) ;L MzSuresh et al.,Methods in Enzymology 121:
210(1986)) it ] LUR BN S, Bl D I ek H ies = (S0
W, 5% F4,676,980,W0 91/00360;W0 92/200373; FIIEP 03089) o

[0124]  JgiF “Fi Jedk (b BEME) 855 THu” sl “Rrm e Gae R 5 B N
MBI BTERIN SR R AE 8 AR I 5 5 SO, 10 S A BN e A= i )
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SO A R, AR E R E S50 N VR E RS S TR EE AT R E
PRGBS 10- 10065 DAL o AEaX FhSsfF N SHuiknRs /e 45 5 U TR
PN T & A PR R e B Bk a0, FTLAR B 2 e R UA LR IR
Ve 526 O PTIR 0 SOBE AN 55 BB 8 A 5 SN TR £ o X — e mT DA ot 25
RG2S AT S o AT LA & e e il e TE AR e B e 1 SRR E 25
JoTGRE I AR 9140, [EIAHEL TSA G Be 7 1 o5 T2 5 6 1 R e e S e I R [
i (Z W AP inHar 1ow&Lane ,Using Antibodies,A Laboratory Manual (1998) ,H A 7]
DU T 45 S Ve 5 SON P (R S 5 e TE AN S84

[0125]  “Befiph” DAL 2 S, Ho g 3R 2 /D2 pohsr Fls (B At &4 , B35 A=W 4y
S A2 S A DSOS A B A Yok 5 M fk ) sk R o B B PR, A2 [ I
S AT DA B S I 151 2 TR] R SR P A e M — s 22 AR D il R T 4k
A, R Hr TR AT DR SOSTR S P h Az

[0126]  RGE “Refih” AT LACURE T2 P S B AR A sl a5 iz fid , Forp R 2 s
LU B ANAS AR R HUR S5 A I A TR S, & G 72 500 7 S, B B 4E il anfiAC
NHTR PR G SR Es & SAgAE B E R -

[0127]  “HE” s H “ARr BN R S4B A 8 5 T A T LAl 45 T ARG A 24
G YA S IR IR SORE TS AR P - ARBR BB s A e EL s
A RER N R B LT AR A R, R BRI LB A RS S, R
Ao

[0128] R “Poi” ok i e A5 R AR UL S 25 4 Sk s TR IR T I A
N GRS B AR A o 5 TR S E o E — S8 MBS O0 1, “SiE” 28 NS e A
Jos PR BRI IREELIRE © IS , 04 S AR e B e BRI S il S B IDeies 45 e
O S 1T A1 s IR B e s S U L B I R S SR AU R BURE  E AE Je
JHeE (BB Amises) RE SR (BT S MEBIREE BRI R A R EL R (UiBurkitt’
/NI AR AR IRE) AT SR EEIRE I L9 (U REAML JALLANCML) 5% 25 A M iR -

[01291  QUARSCHT FH, ARGE “Jeahie” & F5 70 W L ah Wb & I BT A8 2R B 68 i 8T 2B )
(neoplasm) WO PE YR, B 1 AL R AR » 1] FHASSCRR BE AL Sk 5 TR IRS T 17191
Ve e QU RE LR 25 e S B 1 I < s AR 20 S O s« B A s TR < e
J- e ok R

[0130]  RiE “E ") X A dEdE s B A TSR , Ll s i I S #E v
1 T e LT AR A FH R BSFERTUR 10 0 o 1 s e R 28 35 a2 (U Blidr
SR [RIAIVRE - 2RSS 5 (2) 25 M 4RI s BERF CEFBE N 77 AR 1) IR GARES AR Bk
(149) sk BLAZ AN 5 A1 (3) Hiif rb e A 8 H R B sl AN BN - (1 afn st sl A gt G
FHIE ) o P PAUFIASCER B Sk 7 6T 1 B IR s B B A5 4910 an , 2R EbR e 41
JHE P P PR A P s S Pk 4 T I pd (acute granulocytic leukemia) (18
Pk 4H)i 5 (chronic granulocytic leukemia) MRS 4k 40/ 1 M B A T4
F1I ~ AR A G 2 PE I < Leukocy themic leukemia RERRCRTZH MM 1 0 « 4
PE S A E s M2 P SE 4088 B 9% (chronic myelocytic leukemia) < J7 JHe A M T
YAk 1195 (embryonal leukemia) \FEFRYE F ML Gross’ AL « 2 B AN I X
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M2t s (hemoblastic leukemia) AWML 4H G 1975 (hemocytoblastic
leukemia) ZHZRANMME E 005 - T 400 2 0005 S PR RAZ AN 3 s - B 4R D e A i
95 ~ PR EEL M 11 L9985 ~ Ao E2 e 7 0005 DA ESS 490 6 1 L9985 ~ AR ESS 1 IS PR EEASE P s
PR ES PR 4 1 1o~ MR 1 005 ~ A A 1 o /N DR 2R 1 s ~ B AZ 4 ek
I < Bt aeokr 4R e s R4 B < A BE R A0 U R AZ AR s
Naegeli F I « M2 AHAE A I « 22 & VE B 86T K A0 (1 I « B 88 40 e PE B s
Rieder4ifd 1117 «Schilling ™ s ML ~ T-4HM F IS 0 s PR I Bl 0 e 4n i
I

[0131]  RGE “PRIEE” 10 e R XA R , L Hh 2B IR S5 4 Al 2 W Jor sl O HLa
FH AR 21 22 4R ek R S5 ot i i B s AR O A 2 A« PT DA AR S S el A
5 1P AR B FE R RE 20 40 PRRE IR ES PRI R 3R R R AR 1 AJRE W Abeme thy ’ s A
T8 IR PR S JIE PR S 2 2R Rt AR RE S SR 4T RS # 4 TE PRVRA S R R BT
Tt IRHGYE NI B BRI MR RS (Wi lms” tumor sarcoma) ~ -5 PN BN - [H] BT YR
Ewing’ PR i IE ARG i £ AE 40 PR R S BE 4TSRS R AT it PR WHod gk in” s RIE B2 IR
RVEZ R R DTG I PR  BAH i pl O 5 200 PSS bR L0 < T4 it et 5 4 i DA
Jensen’ sPAI¥E Kaposi’ sPUJRE Kupfferdifid PRI - LS PYIRE « 1 I P RS R TR RS Hy
[ P9RE ~ PR 40 PO 9RE  Rouss PRG35 T MR RS i IR P RE ke 5 B 4N A Bk M RS

[0132]  RiE “FEZIE” m?eM&ﬂ%*ﬂﬁbmﬁEﬁ%%%H@%%ﬁﬁééﬁﬁﬂ*ﬁ ATLAFIASCHZ
PSP T R T SR 2R A AR N, R SR 2 O R B R RS R R R R R
J82.Cloudman’ s 2 25987 . S91 22 287 \Harding -Passey 2 22084 L 4 A 700 B 20087 M (e DR B
ZRT W B 2R AR B 2R RN B 2 (subungal melanoma) B # K Y B 2
%

[0133] Rl “fa” & FR bbb Bz g dl sl s g AL, ) TR A [l 4 220 HL = AR
¥ o o] DA ARSI S Wl 7 7657 B3 B B 45 B2, FRAR IR BE A « 2 HHAR
JiREE A BRI0SE (acinar carcinoma) \JIRJISEE (acinous carcinoma) «FEVEIRAE BAfae
Ve B B LR R I T I g e 3L ICAm e (basal cell carcinoma) (3
JEc4HNE: (carcinoma basocellulare) I ICAHMUATE  ELICBER 405 40 = =8 Tt -
YA e AU Ui S BERESE (cerebriform carcinoma) U 4N G5B IEE  JRA
S A WK - B A DR DRI B s« B2 D R 40 (cylindrical carcinoma)
PR 409 (cylindrical cell carcinoma) <S55 (duct carcinoma) .89 (ductal
carcinoma) AR IG5 W BEAEIEE (encephaloid carcinoma) R 405 (epiermoid
carcinoma) \JIRFFILJECH S  AMEE vz e R (carcinoma fibrosum) \JBERCIRIE
(gelatiniforni carcinoma) «JKFEE B 410 (giant cell carcinoma) « = 400
(carcinoma gigantocellulare) «Jfas UK ZHA0E « & BEFUR: 22 108 T 406 JHur thl e
A R B B AR G S R R R R A L BN JKrompecher s
J55 Kulchitzky 4 Jodes . K gnfifies . 2ok (lenticular carcinoma) « 9ARIEE (carcinoma
lenticulare) JISIEFHEE R | 298 BERESE (carcinoma medul lare) BEkEREE (medul lary
carcinoma) 224 20 BUR KELOEE (mucinous carcinoma) k57 (carcinoma
muciparum) « 57 E B ARSI  RL RS R AR R E: (carcinoma mucosum) KL R (mucous
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carcinoma) HRUIBIEI SRR e 22 AN B (e MEE (carcinoma ossificans) Vi iU
(osteoid carcinoma) FLKMRIE I THEMK 5 = s  BRAN s R R es 5 4 s b
S Es IR RIS < Schneideriandy: )5 (scirrhous carcinoma) - B4 BN S «
Bali e /N0 L B R IR L BROIR 40 iR MR P A i e L BE AR (carcinoma
spongiosum) BRI R A0S 483 (string carcinoma) < I H TRIEHEE (carcinoma
telangiectaticum) I H T (carcinoma telangiectodes) o I8 4 s « 45 114 f7
Ji; (carcinoma tuberosum) «/NEJE5 151 (tuberous carcinoma) JEtkfn kgt BAK
[0134]  ORGE M7 ak “55 -+ A5 TR S0 (B1A0, J6iE ey o PS5 1A 4 W 2k
CEAAE T 28 VAT AR 58 VIR IR I B o il 5 T MR 21 BE) AHSC W o sl o Mk ok D e
NN FEESA H P B s e DR S B (T EGER AT |, B P A RE AR H Py
WY B R DD R T B (R EkER AT .

[0135] QA HTAE X, RIE “BA 5 7, “ofeie 2 s 17 ol ‘KA i 25 17 n I f il
1, H S FRREME A 17 AR PR G058 N B AR S (AR BB ((30n , s A/ el R R 22 e ae 4
JiE e hus P 1R i) WALEY) (03 1) iz a8 1 T LUORISE GRG0 feie iy
B o AL S T PR R AR S AR S AR o R BEAS 7 15 53 1 1 S B A A ANBR T R A
HEIRA- (INF) S ARG S g % 01 (1 20CD27 . CD40 . 0X40 W BZ JTT it 32 75 S U TNFR S I O RE A
(GITR) AICD137) \B7-CD28:H 5 I pk b1 (BIANCD28Z Ly A5 S AU T A ifw e fil 5 43— (1C0S))
o TR A p AR T LA (A T3 B 2 o RS 25 5 50 1 1 S0 B A& (AR T
JIETTA2ASZ 44 (A2AR) \B7-H3.B7-H4.BTLACTLA-4 . M5|ME 2 , 3- BN (1D0) « F 45 P G s
BREE FAIFESZ A (KTR) \LAG3PD- 1. TIM-3RIT4HI37% f& (VISTA) & F V- S Mgla S e Bk 4
il .

[0136]  [FAH , A SCHR A “ S e 1 S 1™ Bl “He 25 r AR Se 4R AR T A A7 A3
ARSI AR A5 s o 9 TS PRI DDRE , REAE IR - D2 (B0 an, B0 Al i a5 s M Bl e

(190, B AR 2 o 11 Rk sl P AR 2 U 1 T 1) IO o (B, ok sl B e /Ny
R a9t e bl RN i i N =1L g Wit TR O R N UL I R ISV SN S
BB N RS S e T OB P B AR R i A A AR AT AR A R
Bl 255, 5 s Se AP AR IR A 2% I ik MRS s T R
TESETE)T S A RIS BT o 7 50567 S A2 R B P B o A1 S
S A SRS DU IR AR ST D A A R scFv o AR S T 5P A A
AT HTCTLA- 400K o £ S )7 ZE P A2 U2 TPD LT  AE S 5 b A i
RAPHIFEHTPD - LIHUA o £ 508 )7 S0, A0 75 s A2 HTLAG - STTiA « £E 50t )y 58 v, 4%
2 ARSI eG4 A S0 S, A0 75 AL HCD25H T4 o AF S )5 5 VP, 4%
25 SUATRIFE DT IL2RYUIAR o A S5 /7 ZE P, A2 U A B 25 10— o A 75 A1)
1 7010 JE PR il 2 S 0 F5 P VE R Be 3t s pembrolizumab.nivolumab.talimogene
laherparepvec.durvalumab.daclizumab.avelumabfflatezolizumab.

[0137] R “F " A SGEFRAF TR o Y TR B YN, i e fais e T
AT TR0 Bl T T R RN FERE e R~ A0 o e T 1 T LA B 3 BB T TG PR 1
TP S T 2 ] 8 T B AR A O I i (9 a0 5 AR ) 57 1) SR sl —
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[0138] XM Bl “Drifixt B” 2 F8 I ES B IO, IR Bl , HaE w2 s T
S I R (A TR B AN, FTUA MRS A R e 5 (B Qi) 11 R rh U
AR, TR S BRI R AR AR (BIanbrE e BN 52) 2T HR R bR BiA
A PAFR R B A 46 E B AR LA A (9 an b ok R 52) PR A (BBl BT W
LI Y s AR, 1 A B A AP BT 85 5 AR R AR B S O R R AR o A X B
AT DAMNIE—AASRAS: , BIAn Wi & A ERT IR B R A RAT AR S Fh R A B an , o) P
RIDABE BT T 2B 8 (B an -2 D) slesiva T i (B antb e sl /e D) i bb Ba 9T 2
AL o 5 BT T B B e S A OMET 14N, an iR —25 @ S E BB A IR 2 )
T2 AR A A 22 S A O 2 2 1 BOR A TR AR 21, AT DA TRl
PAPEASARAT ZS 2 250 (B ANRNAVK S B8 I BUKSF e 4R 2820 R i A R e A1 2R i
JELAE TR VR TR 21 AR AT A R A B R A A R A 55) o

[0139] R4S RN DU BEARMBAER AN FAE LS e 15 00 N i it t ELaews AL T ShriE
W HE O EE Bk o AT RS s o PRy RO T SO B 21 (Blange it~ B 2100 A
{ELFAT o B AR, AnSR—25 5 SR B AN PR A2 I A, I A g 2 S A A
e FEN.

[0140]  ORIE “BWr SR 38X G A a0 (I Andieie) ROARHE AR o DU, ARk “Tile™ &
FEARN T RS A G Al 8 & AE TR AK 85 SR AR AL i, AEAR B | RS
W B R DARE IR R i (B Aias AE) sl i Rl e ™ EME (Ban , 5 Rl 1a]) [ ]
AEE « AR A2 Wr s AR T RSP PRARRY , X e RIBEA B LT -

[0141]  “HWprpe i Bl “FEAL JE 48 M SR el & BB SR HOM R AW e s 4 21
YR anis ke A AR AR, DA MO A 227 B SREE RO B U0 o X P Sl B0 15 A I L 7R
IIRER Ay Bl o (BRI M3 L/ 2T 405 R VA2 B n 4l (I 55
Y FEAEFEAL RO ANAE) S PR IR e T AR T TR 2 T R AR B T A Am i AE
TR AN « B R AR MO B A e B A o i 4m it « s 2T 2« B R gn i TAn e &5 . A=
Yy e AT A AR, A FLED, n R K s B AR A 5 WA s 4005 00 s W
28, AR ER AR ~/INER 5 5 B0 5 T T B s Bk o

[0142]  ASCRT ] “4ife” & fe b AT Ao ek e Dhat e PLOR Rl &2 il 3L P 4 DNAFR 41 g -
YR AT DA AT 2 R 5 RS A S FE AN, f7AE SRR, FR RS Gkt e ta Be = AR
RIVEE T, BB R FIH0 N, B8R 5 58 M FH & = ArE e R EE 1. 4 ] LA G I
MR EAZ A0 o R AZ AT B A5 ANPR T 40 « EAZ AN REHA R T F Bk 4n i M AT A= H Al
YIS , 1 i LA AN « 2 R Anie (B anstaci i) AL 40 24 02 RIRAS
RGBS R k2 e AL FH R A B A FE T ARG R == [T & A Y

[0143]  OR3E “U il AR B HC A i 10 25 SO T, FHF EL adm i sl 25 7= A= AR B8 ) o A4
S ER N GURAr BUER AR , 24 S5 DNASS A (0 I, R 2 2 $8 I — B AADNA - A=
PN AH R O DNA S 1) o O A= e B o AL, R “A2 1) B0 R A% AR PSR e - AR 4 i o AE 51
&b, 5HOE AR SR , ASCHR BE AR S v w5 H A B N AR I 1 o AE S8 T &
oA TR AR R (TR AR R G0 25 10 25 2 —) BB TE M, Taa it i (.
AN TS S AR AET-RORE J) B I 1. 5% 215 3% <515 6% T4 8% . 915 1065

25



N 118834840 A W OB P 24/86 T

1001%.10000£%.100001% o

[0144] QA A I “Pir A& 2487 A= P AR T (BRAE R 2 00 FD 1 28— (431
), SRS AN ) B R (N, 58 RGN R ) R R, A S R R
Pl I ATE “BR S “SRRERT ORI AR E & ARG T 7E T 2 fedl
e PP R o Ierps s I s 4 1, L Fh R /R PO T B Dby B — 2474 e P R B ik 5
JEL B I A E R R

[0145]  FESit )y S, 2 5 58 iR S 200 T A0 FHING, Pl frl & AT DA B — R S =5
HH270.1.0.2.0.3.0.4.0.5.0.6.0.7.0.8.0.9.1.0.1.1.1.2.1.3.1.4.1.5.1.6.1.7,
1.8.1.9.2.0.2.1.2.2.2.3.2.4.2.5.2.6.2.7.2.8.2.9.3.0.3.1.3.2.3.3.3.4.3.5.3.6.
3.7.3.8.3.9.4.0.4.1.4.2.4.3.4.4.4.5.4.6.4.7.4.8.4.9.5.0.5.1.5.2.5.3.5.4.5.5.
5.6.5.7.5.8.5.9.6.0.6.1.6.2.6.3.6.4.6.5.6.6.6.7.6.8.6.9.7.0.7.1.7.2.7.3.7.4.
7.5.7.6.7.7.7.8.7.9.8.0.8.1.8.2.8.3.8.4.8.5.8.6.8.7.8.8.8.9.9.0.9.1.9.2.9.3.
9.4.9.5.9.6.9.7.9.8.9.9.10.0.11.12.13.14.15.16.17.18.19.20.21.22.23.24.25.26,
27.28.29.30.31.32.33.34.35.36.37.38.39.40.41.42.43.44.45.46.47.48.49.50.51
52.53.54.55.56.57.58.59.60.61.62.63.64.65.66.67.68.69.70.71.72.73.74.75.76.
77.78.79.80.81.82.83.84.85.86.87.89.89.90.91.92.93.94.95.96.97.985k99 % . 1+ 3£
675 SR, Y 5 B — AR SR 25 A T T, B[R] & i) DOZ 88 i S R S N 200 1,
0.2.0.3.0.4.0.5.0.6.0.7.0.8.0.9.1.0.1.1.1.2.1.3.1.4.1.5.1.6,1.7.1.8.1.9.2.0,
2.1.2.2.2.3.2.4.2.5.2.6.2.7.2.8.2.9.3.0.3.1.3.2.3.3.3.4.3.5.3.6.3.7.3.8.3.9.
4.0.4.1.4.2.4.3.4.4.4.5.4.6.4.7.4.8.4.9.5.0.5.1.5.2.5.3.5.4.5.5.5.6.5.7.5.8,
5.9.6.0.6.1.6.2.6.3.6.4.6.5.6.6.6.7.6.8.6.9.7.0.7.1.7.2.7.3.7.4.7.5.7.6.7.7.
7.8.7.9.8.0.8.1.8.2.8.3.8.4.8.5.8.6.8.7.8.8.8.9.9.0.9.1.9.2.9.3.9.4.9.5.9.6.
9.7.9.8.9.9.10.0.11.12.13.14.15.16.17.18.19.20.21.22.23.24.25.26.27.28.29.30.
31.32.33.34.35.36.37.38.39.40.41.42.43.44.45.46.47.48.49.50.51.52.53.54.55.
56.57.58.59.60.61.62.63.64.65.66.67.68.69.70.71.72.73.74.75.76.77.78.79.80.
81.82.83.84.85.86.87.89.89.90.91.92.93.94.95.96.97.981k99 % »

[0146] R “Spiag” ok “Jpd S Rvkr” ARAE A R Fh ol i 2 SO, O g Fa s &
LR (BUANDNA JRNA L BLBE OBUgE) 3 s A Fe AIAHDCER A B a4, O LA B s &5 (191
WIS 5 e e5) SO0 N, B 2 e TR A7 AE 1R 4 2 4 BE 20 53 F/ sl 5 2
F 5.

[0147] R oo &g ARIE FADNR 557 rh O & SR, O L2 FERE B A HE S P AN
TCAEMESIMIN I SR B 51, HAE A8 2 AR o rh & 1o AE S0 7 S8 b Joi Rl R A
P12 %9200nm, K4 2)300nm, - H EA B R PEBUREIX B FDNAKEIR £, 1020 130- 375
TR ARSI B AR H AR T S RHO AT A )& (5141, betaentomopoxvirus I
Jpi BB  cervidpoxvirus.gammaentomopoxvirus  GLIE a8  JE TR B  HCUCIT I 58 |
crocodylidpoxvirus.alphaentomopoxvirus. || E k5 & « 1IETH B2 B « & o 28 « Al
RN 55 8) o 25507 2, Jerps s e 1B ens 25 8 (BRI 55 ot 25 A = R
JIE) « B I (BIAn=AL Btk e & IR 5 AR T D 20 R S B
IR (BB AN 55 HEE BRI 55) BRI 58 (9 A& R R TT I 55) o 75 ST )T
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S T T IE SR R R () 202 25 PRBr i gh ton e ARk 2k He rman « 8 ek 24K
Utrecht J& B 25 PRWR I 75 25 PR THD I BR 25 PRE L s tree o 10 BRMRCL Jor 110 BRbk
Lederle-ChorioallantoicEfis i il 2eRAS) o £ ST 2, o 25 s & 8 (B a0
FAL GME TSR S RNZ 2 B (A BEARTTS)

[0148]  FRip A iR T 5t M HIIARTE “B G AR AR i I 2 ST, O
@Rl Bk A WA S 2 AU R (B0, >k B R ERHR S R 25, ok H AN
AR PRI ) AZIR F B = AR I 2 A A= (B0 ik S 25) o 72 50007 &6, 41
IR A 2 DA SR IAZIR P B S A S I AR TR A A S T S, Sk
Z /DA Bk — AZIR B Be S A B I AT A RS I I TR 3L R A B HL Ay S it
(IR e 15 1] B 48—k 22 P 3L TR (B, AR ISR I 25 3L IR AR A1) o« B, A SC
B S 7 SR R G B A R DR AZIR T ) SR S5 6 - A1)« Gty A 55 43
(AL 7 9 sl HATA 20 o £ ST )T R Hik S i 85 B AR AZ TR 3 41, s P U IR 7
A IZIRES G SN2 AR S 43 (R AZ TR o A1) o A8 S8 J7 26, IR 6 el B UG A TR 7
A, L EAEDURALTIR 5 AN A4 nT RS IS 43 IRAZTR 3 4 o AE S50 )5 S, 1 G e 25 B4 A%
FR 78, HAUFEAZIR 45 5 e 5 RN G AT A U 00 B IR - 81 o 7 S0 5 S, IR S i & 1
IR 74, G DAL T Y AR 455 7 41

(01491 JRGE “WRBEE A B A0 AR P A S Hp (R 2 XU, O S Fa i S AR 1
S5 5 UL AT B R 4R M 5 2 P WG BE A o A —SE S 5 S8R, i B 67 36 T 2 )
JEAR I T BRI R R BEES o 5140, A5 5505675 267, 1, 000PFU/nl F7s L L 5 e R 17
TS LB 2R DAL 4R A 2 2 A2 1000 AN AL M B o 7 St 5 S8 b, BT Bk
BN HE S N “PRU” o

[0150]  Rf “JEAL G HC ol “MOT™ AR s F Ao 85 5 Fh I 2 XU, O L2 4R e 4 e IX
Sk AAFR L) (1A, e 2) S8 (BN, 4if) FOLE R AR 967 S (R AR el ik
BUEFIBT .

[0151] DR GE “Hop & hkBr i ghton” AR 1 18- 2 SOl T, I U Fa A AR 5
L2 R Bk M L D BE Fr B AR IR o 12 AR TR B 36 BE 4 Bl R SRAFAE D AN R 2R sk
Brightonik HAR A, HAER Aok B AkBri gh toni& I (1230 % <40 % 50 % 60 % «
70% 80% 90% 95 % k100 % N) « Z A B 45 5 41 ok KSR A7 A0 8 2 2o 5 250k
Brightonuk AR, AL R4 55 40 85 PRkBr i gh tonBE R 41 H AT P AIAHTRINE (9140 5 40
R PkBrightondE A 4H B A5 2965 % <70 % < 75% 80 % 85 % 90 % 95 % 99 % 5k 100 % AH[F]
PE) o A S kBrighton ] PLHS FLAT S8 AR S AL R IR AL (AR 1, Bk S8 A S FE PR AR I 11y
(4N, 5295 &kBr i gh tonAHEL I INER /D) A d5hkBri gh tond& 14 \ 3Rk (4 RE ]
oA NE A JE i 2Pk Br i gh ton P DAANAS SCRIr b AT 184 o A5 S 5 S vh , A s bk
Brighton &5 FHATCC G AR AT L) S NS 45 ATCC VR-302 s bk 3
AR IR o AE ST T S, A BEPRBrighton 2 35 7 B K E NS 75526587211
iRk AR Rk F 5 o

[0152]  ORiE “BEARS Sk Herman” AR 18- 2 SO, FLUE 48 FAA AR SR
BRI Bk MO Th Ak Fr BERRIJRYD - 2 AR E AT 5 41 Bl K AR A T 2 e e e 2 vk
Hermang ELAF AR , H AR AR S kHermani & IE (BN /230% 40 % 50 % 60 % 70 % -
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80%90% 95% 5100 % ) o iZARTE B 4E F 24 sk RIRA 740 JE L e & PkHe rman sl H
A, HIL N 4 5 5L AR 25 Pk He rman 3 (X 241 5 A5 i B AR R4 (191 40 45 B2 R s 25 Pk
Herman3t K20 HAT 2965 % 70 % 75 % 80 % 85 % 90 % 95 % 99 % 1k 100 % AH[F 1) - 17efe
Jeri e tkHerman A] DA$E H AT S8R SU LR TR LRI AR IR, T i S8 R S FERR A S 1 (9l an, 51
RESN Bk HermanAHEL 39 Dok 8/ 2 BEIis S5k He rmanif 14  F00K A B [A) sl S ek
Befe astkHerman AT DA ARASC T iR J-A T 18 o A5 S0 /5 58 V0, BE RS s bk He rman /& 45
HATCC GE[E LAY TR T L) % e NS5 ATCC VR-838 s ik - HL A% pk ke [R]
Yo AE 56 7 26, e RES I i bk Herman & F5 FH 2 75 5NC_0272 13[AZIR T A g5 1105 25
7

[0153]  Rif “Guferfif Bk Utrecht” R B A i (1035 8 25 SO, O B2 H8 A AR sl
L2 RN Bk M L T BE A B AR IR o 12 AR TR B 46 FE 4 Bl R SRAFAE T 2U Y S sk
Utrecht sk HAF A, HAERF o & bkUt rechtiEME (B 402730 % 40 % 50 % 60 % 70 % «
80% 90 % 95 % 5k 100 % ) « 1ZATE (I A s R IRAFAETE R e s kUt rech tal H
Bk, LN 5 quimastkUt recht 3L R 41 B A e AIARIR I (B1205 i & PkUtrecht
FEREH B A 2965% T0% v 75% +80% 85 % 90 % 95 % 99 % 1. 100 % AHIFI 1) - Tadiims g bk
Utrecht ] AFE R AT RAR G TR IR L AR (R , Bk 5848 S B G I (BN, 5 i &
FRUtrecht AHEL I IIEk D) Sader s i bkUtrech tiE Ve 35k  4RIOHE ) sk e . S e s i
PRUtrecht i DLUIASC iR A THEAM o 75 5506 7 S HP , S ig kUt recht )2 Fi5 FHATCC (R
SV R ) SR B S ATCC VR-1591 ™ (s ek LA PR B R 5D o A 52t
S, G B RUtrecht 2 F5 HH o R K8 NS5 454 1 T Bk AR R .
(01541 JRGE “Joi i SR PRWR AR Jh i i 11035 25 S 1T, 2 F8 FAT AR AR A 2 k11
o3 m ok M LD RE P BERN IR A o 12 RE A0 16 5 21l R IR A0 T s B S S PR WR el AR
T, FCAEFRT TR B RRWRIE TE (11 % 7030 % 40 % 50 % 60 % 70 % 80 % 90 % 95 % ik,
100% ) o AR E ARG A ok R IRAEAETE 2P s SR PRWR AR ik, LR 21 59
ORWREL PR ZH FLAT P AR AR (9140 5590 s B PRWRER PRI 20 HA7 2965 % <70 % 75 % 80 %
85% 90 % 95 % 99 % 5k 100 % AHIFIE) o i SR PRWR ] DLFR AT S8 R S RS AR R,
FIT IR S84 S LRI AL (B0, 595 s BEPRWRAHEL B4 sk ik /D) o1 s SR PRWRIE PE L 36
I AT [ kS A M o T P B PRWR T LA A SC AT iR G- A T8 1 o AE 56 7 ZE FR e i o 25
FRWRIZFRHIATCC CGEH MR =W 0y S8 S %5 ATCC VR-1354" oW 2k HAE
PRER IR o 75 S5 S M0, o O BEPRWROE F5 Fi 0 82 S 2 WS 75 5 1025411 Bibk V-
QUSRI

[0155]  JR3E “Jr My B PR THD” AR L2 5 110 35 1 2 S ], L2 H8 B AR slAB L34 R
s sk M TR B BERN R o 12 RVE B 356 B 4 sl R IRA7AE JE 2N IO T =Pk THD kL
A, EAERRT s SR THDIG PR (91402 7030 % 40 % 50 % 60 % 70 % +80 % 90 % 95 %
5 100% ) o 12 ARVE EAE H 2 ok RIRAA AT S s Bk THD g AR A, LRI 20 S iy
I3 ik THDZE PR 20 HAT e SRR PE (9140 5957 1 s i Ak THD AR PRI 20 AT 2965 % 70 % <75 %
80% 85 % 90 % 95 % 99 % 5K 100 % AHIFI 1) o Je7 Vi 2Pk THD F] LS A S8 AR S SR AR Sk
[AZ PR, BTk S84 S LR RV (B4, 55 i s B PR THDARLL B b sk ek /D) I s ik
THDIE M Rk « AR L ) B S AL o I s 25k THD AT DL AN ASC AT ik A TS o AE S 5 56
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Hh e B R LHD 2 HE FHATCC GRS R M b0 S 2 B %5 ATCC VR-156"11)
Joa sk AR R R o A5 S8 7 S H o R iR THDSE FR 40 R S e WS 5510251
[ B ARk AT -

[0156]  RE “Jf Myl BEPRE L s tree” MR L (19385 18 2 SR, 58 FAT AR sl AHACL
PRI SR M DR A BRI IR « 12 KB B0 4 41 5l R SR A AT 2 e s 2 ke
Elstreenk HARK , HAERHG 1 S KELstreelf M (HIANZE /30 % 40 % 50 % 60 % 70 % «
80% 90 % 95 % 5k 100 % N) o 1ZARTE E 3G B A Bl R IRAFAETE sUHT B i B PRkE L s tree sk
Ak, HAL A S0 ER S RE L stree B P4 HAT Fr AIARIA 1 (B4 5590 Wi S5 PkE L s tree
FEPRIZH LA 2965 % T0% 75 % 80 % <85 % 90 % 95 % 99 % 1 100 % AHIFI 1) o Je7 1 2k
Elstree ] LAHE R AT RAR LR IR IR R , Bk 5848 S B G LA (BN, S5 ik &
FRE1streefHEL IS MBI/ 57 B 5 i5HRE L s tree Ve 351k « 4O HE o) sk e ey 1 5 15
PRELstree i] PAUIASC IR A TEAM o 75 506 /7 S8 v, ot Mk igPkE L s tree 2 F5 FHATCC (L
SRR FEMI T L) S NS SATCC VR-1549 ™M Rk AR R Ek A

(01571 JRGE i i S PRCL” AR Hia i i 11035 25 S T, 2 F5 FAT AR AR A 2 k1
o3 m ok M LD RE B BERN R IR A o 12 RE (0 16 5 21l R IR A0 T s B i sk CL sl H AR
A, FLAERRS R 2 RCLIG I (BN Z /D30 % 40 % 50 % 60 % 70 % 80 % 90 % 95 % 5§,
100% ) o AR E FLAE A ok R IRAEAE TE 2T s SR PRCL i AR ik, AL PR 21 59
BRPRCLAEL R A Fr AR (B0 590 s iR CLAE PR 20 HLAT 2965 % 70 % 75 % 80 % «
85% 90 % 95 % 99 % 5 100 % AHIFIE) o i SR PRCL ] DAFR B AT S8 AR S RS AR R,
FIT IR S S LRI (B0, 595 s BEPRCLAHEL B sk ik /D) o1 s SR PRCLIE ME V36
I AN B [ ml S AV o I P BEPRCL T LA AN SC AT iR B A T8 1 o AE S 7 ZE FR e i o 25
PRCLAEFE HHATCC CEE IR 2 M b0 Y B SATCC VR- 1774 s 2k L 2r
UNE AR/

[0158]  ARGE “fis i esfkLederle-Chorioal lantoic” AR HaEL il K m & AL, H 2
T A AR SRR 2 AR 1 25k S L D BE Fr B IR « 2 R A s E A sl R ORAAAE B
I M Sk Lederle-Chorioallantoicak F ANk, H 4 Wi &bk Lederle-
ChorioallantoicifHth (FIUNZE/D30% .40% 50% 60 % 70 % 80 % 90 % 95 % 5,100 %
W) o 1Z AR EAE T 4 ol RORAEAETE U s BiPkLederle-Chorioal lantoicuk HAR A,
H AN A 595 M akLederle-Chorioal lantoic L K40 HAG FEAIARIEIM: (a0 59 s
#ifkLederle-ChorioallantoictA 2 HAT 2565 % 70% 75% 80 % +85% 90 % 95 % -
99 % 1k 100 % AH[ANIE) o fr P ik Lederle-Chorioal lantoic P PAHE H G 9848 S L g ik ik
(AR, Pt IR AR G BRI EE S (5140, 559 Wi 85k Lederle-Chorioal lantoicAHEL Y
DnEkiE D) g HiE EfkLederle-Chorioal lantoi e ik « ek « 4 B ) ml Ja e id: o7 s 25
MiLederle-ChorioallantoicH] DA AIAS SC TR JEAT B o £ S 5 25, Jo T sk
Lederle-Chorioallantoic ef8HIATCC GEE A= Z Mk ho L) K E NS5 ATCC VR-
118" s bk LA Bk R o

(01591 JRGE “Jui i SR PRAS™ AR Hia i 11035 i 25 S T, H2 F5 FAT AR AR A 2 k1
3wk M LD RE P BERN R A o 12 RE A0 16 5 21 5l R IR A0 T s B i s PR AS el HL AR
A, FLAERRS R 2 RASTE I (B ZE /D30 % 40 % 50 % 60 % 70 % 80 % 90 % 95 % 5§,
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100% PN) o ZATE A4 5 21 5 R SRAFAE T A P B RAS sl L AR (A , FLIE R 41 59 1 5
B PRASEL N A A T SIARIRIME (B S50 i s RAS EE I A AT 2965 % 70 % 75 % 80 % «
85% 90 % 95 % 99 % 5 100 % AHIFIE) oI i SR PRAS ] DAFR R AT S8 AR S RS AR IR,
FIT i AR SO LIRSV (AN, 595 B s PRASAHEE IR sl D) e s e pRASTR P 3%
15 A ) A IR SR PRAS P LA SCRT iR A T A o A1 S 5 S I B o 5
PRASSEFE HHATCC CEE IR M b0 Y 9B S ATCC VR-2010 ™5 2k L 2p
PRk R o

[0160]  RIE “SE AL HL: TG SR PRNZ 2 AR Fis FLam o 13 18 5 SR, R FR LA AR IR 2k
AL R 2Pk S LT RE Fr BERIEIE A o 12 R B0 48 B 2l RARAFAETE I AL et
N BEPRNZ 28 AR A, HAE R AL Qe e s RNZ 215 M (40227030 % 40 % 50 % -
60% 70 % +80% 90 % 95 % 5L 100 % ) o ZATE AT HL 2 B R ARAFAE TE O EAE G DG
R EEPRNZ 28k FLAR (A , LI PR £ 5 2L e TR B RNZ 2 R R 40 B e AAHIR M (Bl S
ALY TN B RENZ 2 BE R 4 ELAT 2965 % T0% 75 % 80 % 85 % 90 % 95 % 99 % ik
100 % AHFIVE) o A% Gk TS S RNZ2 7] DUAE B RAR SRR R R, FT b AR S i
FRELFLIR T (B0, 55 =P AV TSR iERNZ2AH LI Dk D) “FAL Ak TS SR PRNZ 21
Ve ik AN R sl s e M o S T TG S RNZ 2 ] A AN A ST i b A T8 o 71 S htE 5
s ARGV DI TR RRNZ 2 245 HATCC CGEE AR 2 My et .0 5 5 % 5 ATCC
VR- 1548 {35 dbk LA AR R o 45 52 6, AL TS0 S HRNZ 22 i h ) 2%
M E NS5 1025910 Bbk AR AR R -

[0161]  RIE “MB e s AR TS AR A LA i 118 o S, ELZ 48 H AR s 44
PRI ek M LD AE Fr BN RIR A « 2R B4 B 241 sl R SRAAAE T A A SR TS
ol AR, AR B AR S PR TTSTR I (141222030 % 40 % <50 % 60 % 70 % 80 % -
90 % 95 % 5100 % N) o 1ZARTE BL4E B 241 sl R IR T AP B A BER T T Sl AR A,
FRA SR SR TISEE N A A AR (1 an S i bR TSR A A 4y
65% 70% 75% +80% 85 % 90 % 95 % 99 % 5 100 % AHFEIIE) R 25k T IS T DLs A
A R GA TR IRIE NI, Pk S48 Sl LR IR I (I, SR Jer i s PR T TSAREL B
SR (B AR B PR T TSTE I  SR0K RS ) sl et oA A &R PR T TS i) DA AR A SC Al
WHATIB M AL S AR SR T IS 2 48 FHATCC G2 AR F= M pR g L) e
NBFEEATCC VR-634" 110 Ribk  HL A Pk [ 54 -

[0162]  {ESZiE T 2, ARk 250k Bri gh ton &2k 250kBrighton ATCC VR-302™. 7F 5z
6.5 S, i RS i Mk e rman 2 58 RS0 i bkHerman ATCC VR-838™ . £E 5ijits )y 6,
SR B R Ut recht B T i 2k Utrecht ATCC VR-1591™  ZE 920 /5 v, Jod B i MR WR 2
S R REPRWR ATCC VR-1354" A S5t 15 S rh A7 1 PR THD J247 P s 5 bR THD ATCC VR~
156™  ZESHE ST T, S TR B PRE L s tree J& 0t 1 2 kE 1 stree ATCC VR-1549™ . ZF 970
J5 ST S5 B B R CL T e B S PRCL ATCC VR- 1774 AE 52 7y S, 1 25 0k
Lederle-Chorioallantoic &y ik 2ikkLederle-Chorioal lantoic ATCC VR-118™,7F3K
JitE 75 S T B P B PRAS SB T W J 2R PRAS ATCC VR-2010TM. AL 30JE 5 2, SFEAE L g
SR EFPRNZ2 AL ek TSRS HRNZ2 ATCC VR- 1548 AE Sy S (B sk TI S /2
RAEDREEPRTTS ATCC VR-634" £E Sty 5, 2B 558k Bri gh ton 2 #i7 Hh 4y 282 i
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NZ:7552658T 211 sk AR SRR o

[0163] YA, “GE” O F B 5] LR SEE L AL I T e TS X,
FH A PAFOR “EE & AR Fl. . R AR A e R R T 105 X, IF L
ARG, RV AL L TR IR, AT () B AR ST AU IE AN 2 R Bk
BN B EEIR A BOR ST 26

[0164]  TIJi&SAGY)

[01651  —Jy i, $2 it T ik ag, L5 5SEQ 1D NO: 15kSEQ 1D NO:2HA % /D70%
Fr A IARIA I AR e 81, e T iR Fe A1 A 42K 22/ DA a3k L DA 9T s bk AR
Fr B AR # PR Bri ghton 5 BB R bkHe rman « St 5k Ut rech t VIt i #5PRWR VL
TR B R THD o 1 2 PRE L stree o 1R 2R ECL o i 2xFkLederle-Chorioal lantoic.
JEL A RERAS « SEAR A TS S RN Z 2R e 2R TS o

[0166] QA SCHTIR R A e il 5 P B G 2 IR o QA SC AT T, “HE 26 PR SR R A 4 e 4
J AR S 5 AN IAZIR P-4 o PRI, A SCHR AR BE A B oi s R R I el R T
i85 o A SCER BERHE IE IR T LA G Al 2 11 B AT LU AR ASAZIR 7 51 o A SCHR PR 3 IR AT
BEPURAZIR 51 (BN, R 45 A e B A4 i) TR 7 e 2 KRR - 41) 54ty
FTAS NS 53 AR Py 51 o IR, 75 S 5 S8, A SO (R S o B B4 — Fhak 2 o
TR P 51 ek 2w Ly P A 5 43 HOAZ IR Fr 81 o A5 5Bt 5 S8 P, ASC AT IR BTk i 5 i —
B2 RIORAZIR ) gl RS IR A3 FOAZFR - 91

[0167]  ZES20E /7 K IR FE 41 5SEQ D NO: 1A % /D71 % 1 SIARIR I o 75 S0 )5
W AR 515 SEQ D NO: LEAH 2 /D 72% 19 R A AR VE « £E St 7 6 R 471 55 SEQ
ID NO: 1EAAZE/D73% 1 FF FIAHIRE « 7250577 2, IR Fr 711 55 SEQ 1D NOo: 1 A% /D
T4% W P FI AR « AE 5006 77 6 b AR P 11 5 SEQ ID NO: LEA /D75 % B9 IARR M
E;ﬁ@ﬁ%$,¢§E§?§U%SEQ ID NO175\7%?//'\76%E@?ﬁﬂ*ﬁﬁ‘fﬁﬁi}j’@ﬁ%qﬂ,@‘@E
JF A 5SEQ ID NO: VEAG D77 % (M Fr HIARIA I o £ 50 75 26 Fh AR 77 41 S5 SEQ 1D NO: 1
HAZEDT8% T HIARIFIE A 5507 S A% 771 55SEQ 1D NO: LA E/DT79% 174
AR o AE S0 77 S AZR P41 5 SEQ 1D NO: 1A 2 /D80 % [ e AIARIAI P

[0168]  {ES0E /7 &P, IR 41 5SEQ D NO: 1A 5 /081 % 119 SIARIR] I o 75 S0 )5
W AR 5115 SEQ TID NO: LHEA /082 % 19 A AR IR ME « 75 St 7 6 v, IR - 41 55 SEQ
ID NO:1H A% /D83% I Fr FIAHIAM: « £ 50075 S, R Fr 711 55 SEQ 1D NO: 1A% /D
84 % 1 FIARIAI I o 25 920 77 b AR 411 S5 SEQ 1D NO: 1 H A % /D85 % I FIAHIFRIPE «
FESZJE T S IR A1 5 SEQ 1D NO: 1EAG 22786 % 1 - FIAR R M o 78 St /5 26, AR
JFAI5SEQ 1D NO: LEAT 2 /D87 % (17 MIAHIAI: « 75 550t )5 56, AR 41l 55 SEQ 1D NO: 1
HAE/D88% 1T HIARIFIE A 5507 S A% 7711 55SEQ 1D NO: LA & /D89 % [1)74)
AR o AE S0 7T S AZR P4 5 SEQ 1D NO: 1A ZE /D90 % [ Fe AIARIAI M

[0169]  ZES0E /7 &P, IR 41 5SEQ D NO: 1A % /091 % 11 SIARIR] 14 o 75 S0 )5
W AR 5115 SEQ TID NO: LHEA /092 % 19 A AR IR PE 75 St 5 6 R - 471 55 SEQ
ID NO:1HAAZE/D93% 11 Fr FIAHIA: « 72500575 S, R Fr 711 55 SEQ 1D NO: 1A% /D
94 % 1 FE FIARIAI I o 45 9208 77 b AR P 41155 SEQ 1D NO: 1A % /095 % 1 FIAHIRI P «
FESZJE T S IR A1 55 SEQ 1D NO: 1EAG 227096 % 19 7 FIAR R M o 78 St 5 26, AR
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JFAI5SEQ 1D NO: LEAT 2 /D97 % (17 SRR « 75 5505 560, AR 41l 55 SEQ 1D NO - 1
HAEDI8Y% )T HIARIFIE « AE 5507 S 7 AZIR 7711 55SEQ 1D NO: LA & /D99 % [1)7)
AR

[0170]  ZES70E /7 KPR FE 41 5SEQ D NO: 2545 %/ D71 % [ SIARIR] I o 75 S0 )5 28
W AR 5115 SEQ D NO: 25 2 /D 72% 19 AU AR IR PE « 45 St 7 6 v R 41 55 SEQ
ID NO:2H A5 /D73 %10 Fr FIAHIAE « 75 50575 S, R 711 55 SEQ 1D NOo:2 L% /D
T4% W FIAHIRIE « E 5006 77 6 b AR P 511 5 SEQ ID NO: 2 55 /D75 % B Fr AR IR M
E;ﬁ@ﬁ%$,¢§E§?§U%SEQ ID NO275\75?5)76%E@?ﬁﬂ*ﬁﬁ‘fﬁﬁ%}j’@ﬁ%qﬂ,@‘Eﬁ
FPHI5SEQ ID NO: 25 A7 % /D77 % W AIAHIRI M - £ 556 )5 S AR Fr 51 5 SEQ 1D NO: 2
HAZEDT8% T HIARIFIE A 07 S AZI 771 55SEQ 1D NO: 2 A & /DT79% 174
AR A S 7T S AZR P4 5 SEQ 1D NO: 2545 2 /D080 % [ Fe AIARIAI M

[0171]  ZES20E /7 Kh IR FE 41 5SEQ D NO: 2545 %5 /081 9% 19 SIARIR] 14 o 75 S )5 8
W AR 7515 SEQ D NO: 254 2 /D082 % 119 A AR IR PE o« £E St 7 6 v, IR - 41 55 SEQ
ID NO: 2545 /D83 % Iy FIAHIAI M « 7250075 S, %R Fr 71 55 SEQ 1D No:2 L% /D
84 % 1 FE FIARIAI I « 45 920 77 b AR P 411 S5 SEQ 1D NO: 2 24 % /085 % I FIAHIFI P «
FESZJE T S IR A1 5 SEQ 1D N0« 2545 257086 % (1 - AR R 1 o 7 St 5 26, AR
JFAI5SEQ 1D NO: 2 FAE 2 /D87 % [ )7 MAHIFIE « 41 500 75 56, ARy 411 -5 SEQ 1D NO: 2
HAE/D88% 1T HIARIFIE « A 5507 S A% 7711 55 SEQ 1D NO: 2 A7 5 /D89 %[5
AR A S 77 S AZR P41 5SEQ 1D NO: 2545 27090 % [ Fe AIARTAI

[0172]  ZES20E /7 &P IR FE 41 5SEQ D NO: 2545 % /091 9% 19 e SIARIR] 14 o 75 S0 )5 28
W AR 75115 SEQ D NO: 254 2 /092 % 19 Fr A AR R PE o £E St 7 6, R - 471 55 SEQ
ID NO: 2545 /093 % 1 Fr FIAHIA I « 7250075 S, R 711 55 SEQ 1D No:2 L% /D
94% 1 P FIARIAI I o 25 9206 0 AR P 411 S5 SEQ 1D NO: 224 % /095 % 1 FIAHIFRI P «
FESZJE T S IR A1 5 SEQ 1D NO: 2545 257096 % (1 - S AR R M o 78 St 5 26, AR
JFAI5SEQ 1D NO: 2 HAE 2 /D97 % (M7 SRR « 41 500 75 56, ARy 411 -5 SEQ 1D NO: 2
HAEDI8Y% T HIARIFIE « AE 550 )7 S  AZIR 7711 55 SEQ 1D NO: 2 A7 5 /099 % [1)7- 1)
AR

[0173]  ZESZjE 7 &, R4 5SEQ 1D NO: LELAG 71 % (1 e SIARIRI M « 78 920 )
R P A1 5 SEQ 1D NO: LEA 72 % (17 AIAHRIVE £ 5256 /5 56 A& 7711 55 SEQ 1D NO: 1
HAT3% M SIAHFIE AR S0 S IR 7411 55SEQ 1D NO: LA 74 % 1R 3 AIAHFIE o
E;ﬁ@ﬁ%EP,*g@g?gU%SEQ ID NO17%%75°(>EQE§U$HE‘T$OE¥)5@7§7%¢ﬁ?(@f{)?%]
LJSEQ ID NO: 1HAT76 % M AR « A 500 5 S b A48 7 41l 55SEQ 1D NO: 1 HA77%
M AARIEIE o FE S50 7 0, IR 41 5 SEQ 1D NO: 1A 78 % M e M AR o 75 St 5
L R A5 SEQ ID NO: VA 79 % W AIARIRI M o 712 555 75 S A% 7 711 55 SEQ 1D
NO: 154580 % 11 - 2 AR IF] 4

[0174]  £ESZjE )7 2, IR 5SEQ 1D NO: 1ELA81 % 1 SIARIRI M « 7E 92t )5
IRIT I 5SEQ 1D NO: 1EAT82 % 1y AIAHIFI I - 75 50t 5 56, AR Fy 41l 55 SEQ 1D NO: 1
HAT83 % M FIARRIME - 725556 75 S A% 7711 55SEQ 1D NO: TH AT 84 % (1 FF A AHFI PE .
FESZE )T 5 e e A1 5 SEQ 1D NO: 1L 585 % [ A AHEINE 48 52t 17 %6 v, AR 7 4]
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5JSEQ ID NO: 1 HAA86 % 17 AIAHFINE /5 50 )7 S8 v AR 7 411 55 SEQ 1D NO: 1 HA87 %
(K 7 AN FERIYE o 7 S )7 28 vp R I 41 SSEQ ID NO: 1 E 4588 % I AIARIFIIE o /8 52t Jy
K IR A 5 SEQ 1D NO: 1HA89 % M7 AR VE « 41 500 77 S v AR 7 41 S5 SEQ 1D
NO: 14590 % 119 e AR TE] A o

[0175]  ES2jti )y 2, B FE 4 5SEQ 1D NO: 1 ELA91 % (1) FE AR M: o 78 52 )y 22
TR FTH15SEQ 1D NO: 1HA792 % [/ AIARIAIE o 75 5t )5 26, %R 7 511 55 SEQ- 1D NO: 1
HA93% 1 SIAHFIE A8 50007 S8 R 7411 55 SEQ 1D NO: 1HA794 % 11 3 A AR o
1E ST S R 41 55SEQ 1D NO: 1H 395 % W7 SIARIRIVE o 71 52677 ZE v iR 7 1
LJSEQ ID NO: 1HA796 % 1 AIAHFIE « A8 500 )5 S A8 7 41l 55SEQ 1D NO: 154797 %
(3 AARIEI I o £ St 5 2670, AR 41 55 SEQ. ID NO - 1 EL 598 % 11 FIAR AV o £5 St Sy
K IR A 5SEQ 1D NO: 1HAT99 % IR 7 AR VE « A8 50077 S AR 7 412 SEQ 1D
NO: 111 J7 41

[0176]  ES2jti )y 2, B FE 4 5SEQ 1D N0+ 2 ELA 71 % (1) FE AR M o 78 52t ) 22
BT A1 5SEQ 1D NO: 254572 % [ AIARIAIE o £ 506 7 &, %R 7 511 55SEQ- 1D NO ;2
HAT3% AR A 550007 S0 A2 7 711 55 SEQ 1D NO: 2 A 74 % (1) 7 AR PE .
1E ST S IR 1 55 SEQ 1D NO: 2 B 75 % W7 SIARIRIVE o 78 52677 ZE b iR 71
5JSEQ 1D NO: 2 HAG76 % 1y AIAHIFIE o £ 550 7 56 AR P 41l 55 SEQ 1D NO: 2/ 77%
(3 AARIRIIE o £ St 5 2670, AR 41 55 SEQ. ID NO - 2 545 78 % [ AIARIFIVE o £5 St )y
K IR T A 5SEQ 1D NO: 2 HLAT79% 15 SIARIRIVE « A8 St T3 26 v AR 7 41 5 SEQ - 1D
NO : 254580 % 19 e AT

[0177]  ES2ji )y b, B FE 4 5SEQ 1D NO: 2. ELA 81 % (1) FEMIARIRI M: o 78 52ty 22
TR FFH1 5SEQ 1D NO: 254782 % [/ AIARIAIE o £ 506 5 &/, %R 7 511 55SEQ- 1D NO ;2
HA83% W7 AR « 71 50 )7 S A2 7 711 55 SEQ 1D NO: 2 54584 % 1) 7 A AH TR P .
1E ST S R 1 55SEQ 1D NO: 2 HA785 % W 7 FIARIFIVE o /1 5T 77 ZEvp iR 7 1
5JSEQ ID NO:2H 4586 % 17 FIAHFIVE « 41 500 77 S %R 741 S5 SEQ 1D NO: 2 H 4587 %
(K 7 AN AR o 7 S )7 2P, R I 41 SSEQ 1D NO - 2 HL 4588 % I AIARIFI I o 78 52t )y
K IR A 5 SEQ 1D NO: 2 HAT89 % 17 IAHRIVE « 41 500 7y S v AR 7 41 S5 SEQ 1D
NO : 254590 % 119 e AT

[0178]  E Sty b, e FE 4 5SEQ 1D NO: 2 ELA91 % (1) FEMIARIR M o 78 52t 5 22
R FTH1 5SEQ 1D NO: 254592 % (17 AIARIAIE o £ 506 5 &, %R 7 511 55SEQ- 1D NO ;2
HA93% 1y SIAHRIE A8 55007 S6rp R 7411 55 SEQ 1D NO: 254794 % 1) Fr A AR o
1E T S R 1 55 SEQ 1D NO: 2 H A7 95 % W7 SIARIRIVE o 41 55T 77 ZE b iR 7 )
5SEQ ID NO: 24796 % [T - FIARIAIVE o 76 Sty 2 rp A% BRI 1 S5 SEQ TD NO: 24597 %
(3 AARIEI I o £ S 5 2670, B BR 41 55 SEQ. ID NO - 2 54598 % [ SIARIFIME o £5 St )y
K IR T A 5SEQ 1D NO: 2 5799 % IR 7 SRRV « 48 50077 S AR 7 412 SEQ 1D
NO: 211541«

[0179]  fES2ii ) &b A FES 5SEQ 1D NO: 1A 2171 % (4 FESIARIRIME « 25 St )y 22
W IR T SSEQ 1D NO: 1EAT 2972 % (1 5 SIARIFIE o 45 50t )5 26 b AR 7 71 5 SEQ - 1D
NO: LEAT£973 9% I PP SIARIFIVE o 4 55 5 S i AT A1 5 SEQ 1D NO: LA 2974 % (15751
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FAIFIYE « A5 ST TS ZErh AR H 5 SEQ 1D NO: 1 AT 4975 % [ 7 AIAHRIVE 48 52 75 &
IR 741 59SEQ 1D NO: LEAA )76 % 17 FIARIAIE: « A8 55077 S, A% 7411 55SEQ 1D NO:
VA 2977 % 10 Fe I ARIEIME o A S )it 75 S8 b, AR Fe 41 55 SEQ 1D NO = 1A 2978 % I 41 AH
[FPE A S T 22 B ER 41 S5SEQ 1D NO: VLU 2979 % 1 MIARIENIE o 46 S 7 580, 42
FR 74 5SEQ 1D NO: 1EAG 2180 % H 7 HIAHRITE

[0180]  {ESjiti )y &, R T4 5SEQ 1D NO: 1A 2981 % [ 7 AR R VE 75 St Ty &
W IR PP A 5 SEQ 1D NO: 1A 2982 % 1 FIAHIAI 1 « £ 556 /5 S8 b MR Fr 71 5 SEQ 1D
NO: LEAT£983 9% (PP SIARIFIVE « 41 555 S b AR 78115 SEQ 1D NO = LT 2984 % (15751
AAIFIYE « A5 ST TT 2Erh AR F A1 55SEQ 1D NO: 1 A5 2985 % 1 A AHRIVE 45 52 75 &
IR 741 H5SEQ 1D NO: LH AT 2986 % 1197 FIARIAII: o« A5 550t )5 S Hh , A% 7711 55SEQ 1D NO:
L EA 2987 % 19 Fe I ARIEIVE o A 5t 7y S, AR Fe 41 55 SEQ 1D NO = 1A 2988 % 1 v 41 AH
[FME A S T S R 41 S5SEQ 1D NO = 1A 2989 % 11 7 MARIEN I o £F S 58, 42
FR 74 5SEQ 1D NO: 1EAG£J90 % 1 7 HIARRIPE

[0181] LSty &, R T4 5SEQ 1D NO: 1A 2991 % [ 7 AR R VE 78 S0t Ty &
W IR FE A 5 SEQ 1D NO: 1LHA 2992 9% 1 FIAHIAI 1 « A2 556 /7 56 v MR Fr 71 5 SEQ 1D
NO: 1 HAT 2993 % W) AIAHFIVE A 50 77 S v #8741 S5 SEQ 1D NO: 1 HAT 2994 % 1Y) 5741
FAIFIYE « A5 ST ZErh AR A 5 SEQ 1D NO: 1 A5 2995 % [ A AHRIVE 48 52 77 &
IR P41 59SEQ 1D NO: LEAT )96 % 197 FIARIAI I o« A5 550t )7 S Hh , A% 7411 55SEQ 1D NO:
LEAH 2997 % 10 Fe I ARIEIVE o A S )it 5 S8, AR Fe 41 55 SEQ 1D NO = 1A 2998 % 1 v 41 AH
A1 o E S5 22, IR FE 41 S5 SEQ TD NO» 1A 2999 % ) Fe AR 14

[0182]  {ESTiti )y & R T A 5SEQ 1D NO: 2 2971 % [ 7 AR R VE 75 St 5 &
W IR PP A 5 SEQ 1D NO: 2585 2972 % I FIAHIAI 1 « A2 556 5 56 v MR Fr 71 5 SEQ 1D
NO: 25 AT 2973 9% I PP SIARIFIVE o 4 555 75 S rh AR A11 5 SEQ 1D NO: 23 2974 % (15751
FAIFINE o« A5 ST TS 26 AR A 55 SEQ 1D NO: 2 A5 4975 % [ A AHRIVE 45 52 77 &
IRy 41 H9SEQ 1D NO: 2 LA 2976 % 1197 FIARIAI I o £E 5501677 S Hh A% 7411 55SEQ 1D NO:
2HLFZITT % R SRR o« A S0t 2, AR P 411 55 SEQ 1D NO = 2 55 2978 % 11 7 A1 A
[FME A S T S R 41 S5SEQ 1D NO: 2 - 2979 % 1 7 MARIEI I o 46 S 7 580, 4%
FR 74 5SEQ 1D NO: 2. HA5 2180 % 7 HIAHFITE

[0183] L STjiti )y &, R T4 5SEQ 1D NO: 245 2981 % [1 7 AR R VE o 75 St Ty &
W IR PP A 5 SEQ 1D NO: 254 2982 % O FIAHIAI 1 o A 556 /7 S8 v MR Fr 71 55 SEQ 1D
NO: 2 5452983 % [V AR VE  ££ 50 77 S v AR 741 H5SEQ 1D NO: 2 HAT 2984 % 15741
AAIFIE o 75 52005 26 b, AR 741 55SEQ TD NO: 2545 2985 % 1 s AIAH I ME o 45 S0 17 6 v
IRy 41 H5SEQ 1D NO: 2 HL A7 2986 % 1197 FIARIAI I o« A5 550t )7 S, A% 7411 55SEQ 1D NO:
22987 % e AR o« 4 S0t 7 2 AR P 411 55 SEQ 1D NO = 2 55 2988 % 11 7 A1 A
AP A S T S5 R 41 S5SEQ 1D NO = 2 - 2989 % 11 [ M ARIEN I o £E S i 7 58, 42
R 74 5SEQ 1D NO: 25452190 % 1 7 HIAHRIPE

[0184] L Siti )y &b AR T A 5SEQ 1D NO: 2452991 % [ 7 AR R VE 75 S0t Ty &
W IR PP A 5 SEQ 1D NO: 258 2992 % 1 FIAHIRI 1 £ 556 5 56 v MR P71 5 SEQ 1D
NO: 2 5452993 % W) 7 AR VE  AE 505 77 S AR 741 H5SEQ 1D NO: 2 HAT 2994 % 1Y) 57 4]
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FAFIVE A STy 26 b R 7 41 55SEQ 1D NO = 25845 2995 % 145 IR I VE - 48 St Iy 2 vh
IR 7155 SEQ 1D NO: 2545 2996 % [ 7 AIAHRI M 45 5506 77 S, A0 741 5 SEQ 1D NO:
252997 % 1 e AIAHIFIIE o A 55 h6 75 6, AR F 41 5 SEQ 1D NO = 2545 2998 % 114 - A1 A
[FIVE ARSI ) 2, IR 51 5 SEQ D NO = 2 545 2999 % 1) e HIARRIPE

[0185] A%~ ] LA AT 2070 % (1 e IARIAE , I H AT 2070 % FeAIARIF PR AZIR
JF A AT L@ SR o 71 500 75 SR R A A 2010 % I AIAE R VE - H A =D
70 % 7 AR R AZIR - A AR S 7 A1) o AR SCER BN “ARE 87 417 & Fr B 4% 5 SEQ 1D
NO: 15KSEQ ID NO: 24 HAT P AIARIFI R —Fhal 2 i 41 B e 1) o 45 56 )5 56 b, AR
SEFF A A0 Ar il S5SEQ ID NO: 18kSEQ 1D NO: 285845 ¥ A AHIRI R 7 41 Fr Beks 5SEQ 1D
NO:15kSEQ ID NO:2HA % /D70% FFAIAHRIVERI S — 541 BRI 55 SEQ 1D NO: 15k SEQ 1D
NO: 2 B A5 % /D70 % Fr HIARRI VR 28 7 ) B (M 7 91 o 45 S50t 5 S8 ARIE ST 412
BEZA A B8, BTk 8BS SEQ 1D NO: 18kSEQ 1D NO:2HA5 /D70 % 17
HUARIFIE , BT 51 Fr Bl 55 SEQ 1D NO: 18GSEQ 1D NO: 27 e HIAHIRIME R 24 51
B3 o AE S )7 S R A i AL RN R o8 AE

[0186] {156 7 S H AL TR v Bk F Ao i bkBr i ghton e BRI BiPkHerman S
FkUtrecht R BEPRWR e A 250K THD e PR B PRE L stree I R 2R CL I 1
#ifkLederle-Chorioal lantoic A i BEHRAS

[0187] {1506 )5 S H AR 741 B 45 K 1 A BiPkBr i gh ton MIE BES S B PkHerman(1
TR B o AE 55017 SR AZIR T A U FE R L A 85 PRBri gh ton M i Bk Ut recht 1)
TR B o A1 S0 7 S, AR 3 A1 B4 2K F Ao B PR Br i ght on AL P BERRWRIAZ TR
Jr B AE ST S AR A AU AT R AR 75 kB i gh ton AIET P 9 = AR THD AR
B oA S 7 6V AR AN B AE SR H A B ARBr i gh t on T (s B3 PRE L s tree [AZIR
B AL SR AZIR e D B 45 R A-Jei &K Br 1 gh ton FIES B B PRCLITIAZIR v B o 11
ST Ry A A AE R B A Sk Brighton MG B BiPkLederle -
ChorioallantoiclRZIR B Bt o A8 S5HE /7 S ATy MB35 K I A-Je s 5 4KBr i gh ton A
B EEPRASHIRZIR Fr B o 75 S0 5 26 AR 7 A1 A4 K H Ao 25 kB i gh t on M FAR Y
PE ISR S ARNZ2[1AZIR B o A2 S0 7 26 R AZIR 7 A1 B 4K B A0 25 PkBrigh ton MR
R SRR T TSIOAZTR 1 B

[0188] {15ty & AR 7 A1 U FE K H S SRk U t rech t FE s BEPRWRIAZ IR B
B A S 7 6V IR 7 AN BAE SR F S BERUt rech t NI s Bk THDIAZER - B o £
ST 2 AZER A B4 R R iE kUt rech t I i BEPRE L stree [AZIR B Bt o £
SEHT T AR T A RS B e BERRU trech t e 15 S ARCLINAZ R F B o 15 St
2, IR A TE R H Sl 2 kUt recht e i 22k Lederle-Chorioal lantoic 4%
FR o B o A2 ST T 2 AR T A1 A S B S e BEPRU tre cht MU 1 BEPRAS AL IR
B o AR SN )7 S IR AL FE SR H S BiPRU trecht AIFAL Bk TG SR RN Z 211942
FR o B o A1 S 7 26 R AR A1) B34 R B e is kUt rech t AMERAFIo SRR T TSUAZTR
FE

[0189] {156 7 S v AZTR 3 A1 B3 4E K 19 o 1 SR PRWRATHEE s 25 PR THDIVAZ IR B o £
ST SR AR AN BTSSR 1 e RERWRAT i BEARE Ls tree[WAZIR BB o 71 56 7
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S IR SRS SR IS s e RWRATIEL S e RCLIMAZTR v B o AE ST T S0 AR Iy
A LRGSR S i i RWR AT (B 85k Lederle-Chorioal lantoi c[WAZIR B Bt o £ S it )7
S IRy S ARG SR IR o e RWRATIEL s e MRASASTR v B o AR ST T S0 AR Iy
ALK I B PRWRAT AL G IS sE RN Z21MAZIR B Bt o A S50 07 VR IR 741
BIFE SR H I R SRR A e SR PR T TSHOASTR v Bt o

[0190] {156 )5 S v AL TR 3 A1 B3 48 K 13 0 1 B PR THD A P B ARE L s tree[WAZIR
B AR SN S IR T A AU Sk 1 0 Sk THD A P BERRCLIAZTR v B o 75 55058
T3 AZIR A B3R U B 2k THDA Wi 85k Leder le-Chorioal lantoic %R
Fr B AR S T SR AZIR A B AE SR I Y e ik THD A 1 SR PRASAZ IR B B o £ 5K
6 77 2 F AR e A 04T K LT B Bk THDRT A% Gk T TH0s iR VRN Z 21 A Fr B o A 52
T )7 S AR e M AU FE SR EU i SRR THD A A e s 3 PR T T SHOASTR o Bt

[0191]  FE 5007 Z IR 7 A1 U FE K F I i SR PRE L s tre e MM i BEPRCLINAZ IR B
B AR ST 7 SR R e ML AE R E T MR S PRE L s tree MU s B bk Lederle-
Chorioallantoic[WAZIR B Bt o £E S50 )T S v AR 7 A1 52K LS Ml S ARE L s tree FIHE
WA RRASTIAZIR Fr B AR 550077 ZE VP IRy L R 1 e B s 25 PRE L s tree FIIFFEAR Lk
FIIEHR BERRNZ2 WAL A B o AE ST )5 S8 P AR T 7 A4 Sk I W BEPRE L stree MR ZF
SR SR TISHORZIR F B o

[0192] Y& 56 75 S vp , AR I A1) A 455 K 1 9o 7 9 5 bk CL IS 1 s &5 Pk Lederle -
ChorioallantoiclAZIR b Bt o £E 500t )7 S H , AZIR T A1 0 FE K EU s SR PRCLAFWR (s 5
PRASITIAZIR Fr B o 5 S0 7 ZErh AR 3 A1 B34 K 13 Je ¥ s AR CL AT SE A Lk T s sk
NZ2IIR v B o AL S5 Ji 5 S, AR - S A 5 K I e SR CLAMIR A SR TT S A%
B2 B

[0193] 150 /7 2 ARy A1 B4 oK F ik B fkLeder le-Chorioal lantoi e A i
i B PRASIAZTIR B B AL ST 7 b, IRy A e R B i i G Mk Lederle-
ChorioallantoicAN AL GLrh TSR SR HRNZ2AZTIR v B - 75 500 77 26 Hh AR 7 41 B34 %
FJa ik stk Lederle-Chorioal lantoic AUEZAFIE 2R T ISHIAZIR Fr B -

[0194] 50567 S, IR e YU FE K H 0 s SR MRAS RN A% BU Ik T8 B RN Z 211 A%
FR o B o A1 S 7 ZE R AR e A1 B0 A 2R ELIEE 0SB RAS U Ao BEPR T T SITAZER o Bt
FESE T 26 R - 9 0 30 2K 25 G Ve TG B PRNZ 2 AR A e 2R T I SHOAZTR F
B

[0195]  YESjitE 5 €, IR R 25 U R 5SEQ 1D NO: 1HAT E /D70 % F HIAHIR PERIAZ R
41, I H AR e A1 A0 45 K 1 Al 2K Br i gh ton e BRI 2Pk He rman « G iy 24K
Utrecht Jif 9 2R RRWR I W95 iR THD ot B SR RRE L stree SJor 1A 2EPRCL Vo 10 2Pk
Lederle-Chorioallantoiculdis i R PRASIAZIR Fr B o A5 500 /7 6 iR G BE B AE
SEQ ID NO: 1A% /D70% [FHAHFRIVERIRZIR 741, H I FPAZRR Fr 1 A5G K A &
PEBrighton. {5t fEJe I s PkHerman il BEPRUtrecht JJe s R MRWR VI s BERR THD Vi
TR EEMRE L stree i P i kCL VT s 23k Lederle-Chorioal lantoic A 1k 25 ARAS
AL B o

[0196]  YESjitE /5 2, IR R 25 U R 5SEQ 1D NO: 1A & /D70 % F HIAHIR PERIAZ R
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FeA, 3 HIH AR Fr 5 A0 45 2Kk 15 A0 i hRBr i gh ton RAZIR Fr B « FE S T &, i Ay
i E4E 5SEQ ID NO: 1A ZE /D70 % fFAIARR ERAZIR Fr 41, B AR Iy 41 B 46 %
H BE RS s MkHerman [FAZ IR Fy B o« £ 30T )T 567, G e i5 B9 45 S5 SEQ 1D NO: 1L HAT =
D70 % e AIARRIVEAZIR 7 41, 9T HIL AR 41 e F5 2k H i BiPkUtrecht [WAZIR
B AESTi T 2 S TR S04 5SEQ D NO: 1L E /D70 % Fe A AR R HE AR e 41
JFH I FRAZTR 3 A1 B 52K I e SR PRWRIVAZ IR B B o 72 S50t 7 S iR S i i e
SEQ ID NO: 1AA % /D70% 17 AIAHRIMERIAZRR 741, I B E TR e 1) (048 5k 1H 90
BR PR THDIMAZIR o B o A1 506 7 R, R G Je0 85 B 45 59 SEQ 1D NO: LHAA /D70 % J7 41141
[ PERAZTR 41, I HCFAZIR 7 21 G0 FE R U s S5 PRE L s tree [IUAZIR F B o 72 500 )7 46
W A R B 9SEQ 1D NO: 1 HAT % /D70 % R AIAHFIPEIAZIR 741, O B ARy
A BT R I v BEPRCLIVAZIR B B o 75 506 )5 58 Hp R A i B B 45 59 SEQ 1D NO: 1Ay
Z/D70% [ IAHIF R AZ R Iy 41, I H A AZIR - 21 (L 56 Sk B o i &bk Lederle-
Chorioallantoiculyir A e RASITIAZER B

[0197]  {ESf 5 2 A i 25 A0 55 S5 SEQ 1D NO: 2545 2 /D70 % 19 - SIAHFIPE 04
FR 41, - HHrP AR e A1 AU R E 2E A PE FUSR B RN Z 2 R AR s bR T TSR Fr
B AE ST T 2 S TR 5 FE 5 SEQ 1D NO - 2145 5 /070 % [ e 5 AHTE] 14 A% TR
A, I HILAAZRR ARGk B AL e TS S PRNZ 2R B B o A S5 6 i
oA RS 5SEQ 1D NO: 2 A %D 70% Fr HIAHRIVERAZER 741, JF H AR 7 51 ds
K AR SR TISIAZIR BB

[0198]  {E 5 Jy 2, A 2 045 S5 SEQ 1D NO: 1EA5 % /080 % J- S AH R PE AL R
Fe ), 3 HIHL IR Fr 5 A0 45 2K 18 A0 750k Br i gh ton 5t BRI Bk He rman G o 2k
Utrecht J& FR 25 PRWR I 75 25 PR THD I BR 25 PRE L s tree o 110 BRMRCL Jo 11 BRbk
Lederle-Chorioallantoiculdis i BRPRASIAZIR B B o AE S0 /7 S iR G BE B AE
SEQ ID NO:1HA7%/D80% Fr AIAHFITEAZER 41, H B AR 7 71 G ok H A &
PEBrighton. {5t fEfe I siPkHerman il BEPRUtrecht Ve s R HRWR VI s BEAR THD Vi
TR EEMRE L stree i P i kCL VT s 23k Lederle-Chorioal lantoic A ik s ARAS
[IAZIR Fr B o

[0199]  {E 52ty 2, Al 2 045 H9SEQ 1D NO: 1EA5 % /080 % J- S AH R PE AL R
Fe A, 3 HIH IR P 5 A0 45 2K 5 A0 ik Br i gh ton RAZIR Fr B « FE S T &, i A
i E4E 5SEQ ID NO: 1HA /D80 % JF AIARF ME LR Fr- 41, B FAZIR Iy 41 B 46 %
H BE RS s MkHerman [FAZ IR B« A 500 )7 567 G e i5 B9 45 S5 SEQ 1D NO: L HAT =
/D80 % Jr HIARRIVEIAZIR 7 A1), T HIL AR 3 41 e F5 2k H S i BiPRUtrecht WAZIR
B AESTi T S TR S04 5SEQ D NO: 1L E /080 % e AIAR R HE AR e 41
JFH I FRAZTR 3 A1 B 52K R e S PRWRIVAS IR B B o A2 STt 5 S iR S i i e
SEQ ID NO:1HA7%/D80% Fr AIAHFIEAZER 41, I B AR 7 71 A ok [ 1o i 2
PRIHDIMAZER B o AE S8 7 R, R G Je0 15 B 45 55 SEQ 1D NO: 1HAA % /D80 % J3 4l AHIA]
VERAZIR 741, I H LA AZIR i A1 B FE K 0 Wi S PRE L s tree [MAZIR 1 B o 75 S50t )T %€
W AT B B 9 SEQ 1D NO: 1 HAT % /D80 % R AIAHFIEIAZIR 741, B IRy
A BT R I i BEPRCLIVAZIR B B o 75 506 )5 58 Hp , Bk A s B B3 45 59 SEQ 1D NO: 1Ay
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Z /080 % J7 HIAHFINE I AZER 3 41, I H O AR 3 A (46 ok B 0 i &i bk Lederle -
ChorioallantoiculJir tH e RASITIAZER B

[0200] ¥ 52 /5 0, A 2 045 S5 SEQ 1D NO: 2 545 5 /080 % J- A AH R PE AL R
74, - H AR e A1 A48 K H A5 Ve T S RN Z 2 AR A e 2R T ISR F
B AE ST = B AR 2 AU FE 5 SEQ TD NO . 24 & /080 % KA AT R VE AR e 41
JFHFHAZIR 7 A1 045K B AL Qe Ve TSR BERNZ2[AZIR B o A5 S50t 7 S, i & Ievi
B SSEQ 1D NO: 2 HAG % /D80 % Jy AR I FAZIR Iy A1), o H AR - 1 sk F
TR SR TISIAZ IR B B

[0201]  fE S5 2, A 2 045 S5 SEQ 1D NO: 1EAF %7090 % J+- S AH R PE AL R
F A, B AR 3 A1 B 45 5 1 A BEPRBr i gh ton  BE BRI R PkHerman « S fiidis Bk
Utrecht J& FR 25 PRWR I 75 25 PR THD I BR 25 PRE L s tree o 110 BRMRCL Jor 11 BRbk
Lederle-Chorioallantoiculdis i R PRASIAZIR B B o AE 500 /7 S IR G BE B AE
SEQ ID NO:1HA7%/D90% AR AZER 41, H B AR 7 71 A ok H A &
PABrighton. {5t Bt siPkHerman il BEPRUtrecht Ve s R MRWR VI s BERR THD VI
MR EPRELstree i I B ECL VI Wi 2:fkLederle-Chorioal lantoi c I Wk 2 RAS
[IAZIR Fr B o

[0202]  fE S5y 2 AR 2 085 S5 SEQ 1D NO: 1EAF %7090 % J S AH R PE AL R
FeA, 3 HIH AR Fr 5 A0 45 2Kk 15 A0 i 0k Br i gh ton FRIAZIR Fr B « FE S T &, i 5y
i E4E 5SEQ ID NO: 1HA D90 % FFAIARR E LR Fr- 41, B FAZIR Iy 41 B 46 %
H BE RS s MkHerman [FAZ TR Fy B o« £ 5007 567, G es i B9 45 S5 SEQ 1D NO: L HAT =
190 % J7 HIARRIVEAZIR 7 A1), 9T HIL AR 41 e F5 K H S i BiPRUtrecht [AZIR
B AE ST = B AR 2 A FE 5 SEQ TD NO - 1A E /D90 % Fe At EIVE AR e 4
JFH I FRAZTR 3 A1 B 152K R e S PRWRIVAS IR B B o 72 55Tt 5 S iR S i i e
SEQ ID NO:1HA7%/D90% Fr AR AZER 41, H B AR 71 A ok [ 1o i &
PRIHDIMAZER v B o AE 506 7 8 R, R G a0 15 B 45 55 SEQ 1D NO: 1HAA %7090 % J7 41l AH (]
VEAZIR 741, IF H LA AZIR i A1 B FE K I i S PRE L s tre e [MAZIR 1 B o 75 S5 0it )T %€
W R AT R B 9 SEQ 1D NO: 1 HAT % /D90 % P AIAHFIEIAZIR F7- 41, B IRy
A BT R I v BEPRCLIVAZIR B B o 75 506 )5 58 Hp R A s B B 45 59 SEQ 1D NO: 1Ay
Z /090 % J7 SRR AZRR 3 41, O B ARy A (46 ok B o i 2k bk Lederle -
ChorioallantoiculJir tH mrfRASITIAZER B

[0203]  {E Sy 20 A i 25 A0 FE S5 SEQ 1D NO = 2545 2790 % 1 - AIAH R PR 104
FR 41, - H A rP AR e A1 AUk E 2E A5 e DR B RN Z 2 R AR s bR T TSR Fr
B AE ST = B AR 2 FE 5 SEQ TD NO . 2547 & /090 % KA AT R VE AR e 41
JFHFHAZIR 7 A1 4R B AL Qe VE TSR BERNZ2[AZIR B o AE S50 7 S, i & e
FHHUFESSEQ ID NO: 2 HAF % /D90 % Fy AR FAZIRR Iy A1), o H AR - 1 ik F
TR SR TISIAZ IR B B

[0204]  fE 525 2 AR 2 045 S5 SEQ 1D NO: 1EAF 57095 % J+ SR PE AL R
Fe ), 3 HIHL AR Fr 5 A0 45 2K 15 A0 550k Br i gh ton 5t BRI B HkHe rman G o 2k
Utrecht Jif R 2R MRWR i 95 iR THD i B SR RRE L stree SJor DA BEPRCL VJo 1T 2Pk
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Lederle-Chorioallantoiculdis i BRPRASIIAZIR B B o AE S0 /7 P IR G BE B AE
SEQ ID NO:1HA7%/D95% AR AZER 41, B AR 71 A ok [ A &
PkBrighton. FEAEi S kHe rman SRt #E kUt recht Ve g 2R RWR o 15 #K THD i
TR EEMRE L stree i P 5 kCL VT s 23k Lederle-Chorioal lantoi e FI i 25 ARAS
[IAZIR Fr B o

[0205]  fF 525 2, A 2 A0 45 S5 SEQ 1D NO: 1EAF %7095 % J+ SR PE AL R
FeA, 3 HIH AR e 5 A0 45 2K 5 A0 i hkBri gh ton RAZIR Fr B « FE S T e i Ay
i UFES5SEQ ID NO: 1 EAG %095 % [ SRR ERAZER [ A1), OF H R AR 7 41 B4 ok
H BE RS s MkHerman [FAZ IR F B « £ 50T )T 567 G e i5 B9 45 S5 SEQ 1D NO: L HAT =
/D95 % Jr HIARRIVEAZIR 7 A1), 9T HIL AR 3 41 e F5 K H i BiPRUtrecht [AZIR
B AE ST = B AR A FE 5 SEQ TD NO . 1A & /D95 % Fe At EIVE ARG e 41
JFH I FRAZTR 3 A1 B 52K S e B PRWRIVAS IR B B o A2 S50t )7 S b iR S i s e
SEQ ID NO:1HA7%/D95% AR AZER 41, H B AR 71 Aok o i 2
PRIHDIMAZER B o AE 506 7 S8 R, R G Je0 15 B3 45 55 SEQ 1D NO: 1H A %7095 % J7 41l AHIA]
VERAZIR 7 41, IF H LA AZIR i A1 B FE K [ 0 i S PRE L s tree [MAZIR F B o 75 S5 TitE )T %€
W R AT R B 9 SEQ 1D NO: 1 HAT % /D95 % R AR AZIR 741, O B IRy
A BT R I v BEPRCLIVAZIR B B o 75 506 )5 58P R A s B B 45 59 SEQ 1D NO: 1Ay
Z /095 % 7 SIAHFPE I AZRR 3 41, O B AR 3 A e 46 ok B 0 i &k bk Lederle -
Chorioallantoiculyir A erRASITIAZER B

[0206]  {E 525 €0 A i 25 A0 FE S5 SEQ 1D NO = 2545 27095 9% 1 - SIAH R PE 1A%
FR 41, - H A rP AR e A AU R I 2EAE e DR B RN Z 2 R AR SR T TSI IR Fr
B AE ST = B A 2 A FE 5 SEQ TD NO . 2545 & /095 % KAt R VE AR e 41
JFHFHAZIR 7 A1 4R B AL Qe Ve TSR BERNZ2[AZIR B o AR S50t 7 S, i & Jevs
B SSEQ 1D NO: 2 HAF % /D95 % Fy MIARIR M FAZIR Iy A1), o H AR - 1 ik F
TR SR TISIAZ IR B B

[0207]  {E Sy 2 A 25 A5G S5 SEQ 1D NO: 1A /098 % 1 - SIAH R PE 1A%
FR 4, I H H TP AZIR Fr AR5 K L AT 25 PKBr i gh ton S AEJT i 2Pk Herman « St 25
FkUtrecht Jo iR 25 PRWR I 508 25 PR THD S5 R 25 ARE L s tree e P05 BEPRCL 7 195 25
PkLederle-Chorioal lantoicuk o Wl RrRASIIAEIR Fr B AE St 7 2, BRI m 2 (045
5JSEQ ID NO: 1 EA % /D98 % W) SIAHRIVEAZIR 3741, T B H HPAZ IR e 41 4k H A
Jpi 55 HRBr i ghton e BEIA B MkHerman \ o i kUt recht VJe 1 SR PRWR VI i 2Pk
THD 7 Wi 2 RE L stree o WA 2rRCL o7 R 23fkLederle-Chorioal lantoi c AT t o5
BRPRASIIRZIR F B

[0208]  {E 5y 2, kA i 2R AU FE S5 SEQ 1D NO: 1A /098 % 1 - AIAH R PE 1A%
FR 4, I HE TSR Fr 5 A BB K L AR Je s 23k Br i ghton AL IR B B o £E 9006 15 58P iR
R 2 4% HSEQ 1D NO: LA 57098 9% 1 Fr MIAHIRIMERAZ IR Fr 41, I H AR 41
5% A BEAEA Pk Herman [ AZIR 1 B o £E 5007 26, SR G  25 0 F5 S9SEQ 1D NO: 1H
A2 D98% Fr AR AZTR 3 41, B i AZRG - A B 48 5k A e isbkUt recht 4%
FR B o AE S5 Z IR 2R U FE 5 SEQ 1D NO: 1 H 5 27098 % i Fe AIAHIR M A R
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F A, H AR e A1 B4 K o SR PRWRIVIAZIR B B o A 50 7 S8 v iR S i R
FE5SEQ 1D NO: 1HA % /D98% Fy HIARIFIMIE AZIR 7 A1), O H AR e M1 s ok I i
Jo3 B R THDIAZ IR v B o A5 S0 77 6 FR 1 A i B B 45 59 SEQ 1D NO: LHAT %7098 % 17
HIARIFIPEAZIR 721, O B A AZ TR 3 41 B 46 K 1 0 e BEARE L s tree[WAZIR B B - 71 501
J7 &M IRE TR R URESSEQ ID NO: LEAF 2098 % 1 - AIAHIF A AR e 41, - H Hrh
TR T AN B HE K [ 0 R SR CLINAZ IR Fv B o AE 5005 S b, iR & e 25 B 4% S SEQ 1D
NO: LA 2 D98 % 1 7 AIAHIFI MR AZER 7 41, - L A% TR Iy 71 B FE R B s 2K
Lederle-ChorioallantoicukJt i s ARASHIAZER Fr B o

[0209]  YESjE 5 P, IRA TR A 5 5SEQ 1D NO: 25 % /098 % 11 7 S AT 1 1A%
FR 41, - HLHrP AR e A1 AU R E 2E A PE DR B RN Z 2 R AR s bR T T ST IR Fr
B AE ST T 2 S iR 5 FE 55SEQ 1D NO - 25145 5 /098 % 1 e B AR 1A [ A% TR
A, I HILAAZRR ARGk B AL A lE TS S PRNZ 2R B B o A S5 6
e 2 4% 5 SEQ 1D NO: 2 A7 5 /D98 9% 1 Fr MR ME AZ R Fr 41, I H AR 41
R AR SR TISIAZ IR B B

[0210] /RS T 2R 1A i B A VAR 55 o WA SR Y, VAR B RS HE A R R
e AR 2 o A ST SEHD , VAR S 2 L 00 e 4 o A1 S5 S8 PR, VAR s 25 4 r) B B
FEANND  FESHE T S0, VARG 3 B ) e IR 4 S o £ St 58 v AR S A TR 4
ikt MEp o

[0211] #5077 S 7, miRNAZE & 7 ST Bl R 5 Je o9 5 I DNA SR il 228 PRI 11— 89 o A1 5K
T 77 ZE s 25 A B m i RNAZE & 7 41 o A8 50016 )5 56D, S B U5 2 miRNAZE & 7 41 o £
ST S, 2 miRNAZE & 7 S B A A 5556 7T 27, 2 miRNASS & A1 AR
FESi7 267, miRNAZS & P A I BN 20 22 AR o £F 500177 26, mi RNAZS & R 41K
JE N ZE D22 MG AR AT S /T 2, mi RNAGS A 7 H1 K 22 MR o A S 7T
miRNASE & P A I R 2 22 MZ IR o AE S50 7 56, 2/ mi RNAZE & 3 1 A — A1)
KRN Z /D22 IR o 45 ST 5 267, 22/ P mi RNASS &5 8 A i g — AN KBl 2922 M
HIR A TN TT T, 2P miRNASE & 7 41 Fh R — MR BN 22 M TR -

[0212] 751, Stk T gmA AASCRT R R Bk S 25110 70 B ASTIR o £ STt 7 S, 70 S
[AZI5ESEQ 1D NO: 1. /1558 7 567, 70 B IUAZIER A2 SEQ 1D NO: 2.

[0213]  TIT.E4HEEA R EAEY)

[0214]  ASCEAEH ST SR BEIN IR G 15 7] B AE AR N o B e = BTk 6 BE IR R iR &
J B AEEL A SCHR A IR S eos 5 FR B 23 R e SR DR AT DU IR e B2 TR T M o A
T HERE () guf, F L PR AT DAE— 0 B e Ao S e dn i 22 7 s / 2 il e
J1 o MR A B B AR FE BRI, IR G i3 AR EAR D URAZIR 78 EIR &5 & 17 41 O
W ATAS IR 7 AR Fr A ek HAR AT 45 (R, — 5 T de it iAo &, 5 55 SEQ 1D
NO:15kSEQ ID NO:2HA % /D70% 7 AIARIFIVEAZER 741, Forp iz e #1 a4 (1) ok
HZE/DPRigE A DA N SR PRIAZIR B B - e 85 PKBrighton e BE It i MikHerman .
FR e RUt recht o iR 2RPRWR T 975 2Rk THD Jof 118 23PRE 1 s tree T B 2ARCL VJiT
M S kLederle-Chorioal lantoic i By BRPRAS , SEAL Sl TSR B RN Z 2 AT A
BIRTIS; (11) —Fhek Z etz IR 721 5 (111) 4 nTAS IR 0 iR 741 -
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[0215]  — 5], B pt THR G a5, HA 5 5SEQ ID NO: 1 HAT /D70 % Fr A AHRI V1A%
FR 791, FCHp AR e A1 Ak : (1) >k B A 5 HkBri gh ton e REST I s PRHe rman St
N EERUtrecht JJo I EEARWR < Jol 5 2K THD o7 R 2 PRE L s tree Jor RN 2R PRCL Vo7 1
JrititkLederle-ChorioallantoicMI Bk SR RASIURZIR B 5 (11) —Fhok 2 Mumaisii
Froilsk (111) Zmd rTAS NS o3 HORZ IR i 471 o

[0216]  — 5T, Bept THR G a5, HA 5 5SEQ ID NO: 2 FAT /D70 % A AHRI V1A%
B 741, A FTRAZIR T A0 EE « (1) Sk H AL R TR SR PRNZ2 AR A B RR T TS
BB (1) — ek 2 Fbum iR 51 s ok (111) ZRbl rTAS IR (AL IR 3 41 o

[0217]  — 5T, B pt THR G &, HA 5 5SEQ ID NO: 3FAT /D70 % Fr A AHRI V1A%
B2 751, FCHp AR e A1 Ak« (1) >k B A 5 HkBri gh ton e REST I s PRHe rman L St
N EERUtrecht JJo I S ARWR < Jol 05 2K THD o7 R 22 PRE L s tree Jor RN 2R RRCL o7 1
JrititkLederle-Chorioallantoic M Bk sERASHURLIR B 5 (11) —Fhok 2 Miumaisii
Froils ek (111) Zmht rTAS NS o3 HORZ IR Fy 471 o

[0218]  GrARSCAT HI, R “DUisa iR T )7 8k “2 NP Zie 7 47 & f5 B A B Fe ik
1/ B AN 4R A K BT O AR RN/ s B AR T R gm i T A gn i i e B 3%
AL L S 5 SRR B R ST e NOAZ IR 7 8] o DURAZIR e 41 T I Bk A M 470 1)
S AE Mt JR sk 28 Lt B o DU SR 3 21 1 S L FE g 2 11 ST 7 21, BT 2 1 B %
R BBk A B M AT s 4R AR BN, ASCER BB U AZ IR - 41 ] g 5 1 5T, HLARXS T
(R RR AN AE T An i b DA i 7K 3R 8 (0, AR AR 6 4A) o F 55— N EBR I S, Bt
TR AN AT AR RS 2R e N A TR 2 IR (o) (B, $iPD-L1fuikal L
B AL T S, DURAZIR T4 B AR GRS AN TR BEAN S M N rh R S 210 9%
/G HNIAZER A0 o PRI, 72 555 26 AR Te 4nie , 7ef Fedn i (3 S bl Az iy 1)
(R G I s 20k (AN, ek, BIR) BRI AE S0t T b, B 5 DU sk Iy 1 1 ik
B i B AE TR RN I PPN DA AT RSN B 3k o 7E S0t 5 6P, BURASIR - A e IR 45 5
A AL 7 S U - Y AR 45 5 P4

[0219]  QuARSCRT H, “BIRES & 47 2R AeE 5 2 /DR B MO AN AR (514, DNA,
RNAmiRNA) Z55 (Ge2) [IAZIR 741, FLAR A T4, (dRe4n i v A2 A I 4n Az e i
IR ASCHRALIAZIR &5 5 3 41 AT LUE R S i BT B S AR IR I —35 43 JF HLT L
PR 25 I SE PR AT R E R 3 AL ANIEARIR SR A & e A 456 T, AT LA A RS
B TR OKIR) , M AR R S s 1 ik / 2l A2 50 Ty b TR 45 5 7))
JEDNAZE G 4 o FE I 7T 26 LR S5 5 - I GERNALE A5 3 41 o E S0 5 26 AR &5 5
A 3EmiRNAZE & 40 o R, 75 50 07 26 b, DUl iR 7 7 @ AZIR 45 5 e A1 o A S0 T &6
PURHAZIR T 5 EDNASE G 7 A o A1 S 5 26V, DTS IR 7 H1 JERNAZE & 7 41 o 11 506 )5 56
W DURAZIR T 41 Emi RNAZS 5 741

[0220] G SR I “Gmbsh ] A 0S50 FOAZ IR 3 A1 S 4R 2wty ATl i el D't A=)
U2 AL ALl E A R T BG40 A M AR 7 51« By T ARG 855 HOAZ R
H TGRS 53 o 9 CHY o B ARBR A 1 5245 & mCherry Emeral dFTEE K HUZIC 25 -
[0221]  —Jy1h], FR A T A, Ho5 5 SEQ ID NO: 1kSEQ ID NO: 2L E/D70%
F A ARIA I AR e 8], Hh i AR P A A0 g« (1) ok [ 2 DRI [ DL T i sk
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R B« e 20k Br i gh ton  GE AR & PkHe rman « Sutrfif & kUt recht i B 25 HRWR |
S T S AR THD I MR B bkELlstree U W S ARCL I il Bi bk Lederle-
Chorioallantoic i M EEARAS AL el TS RN Z 2R A 2R TS s (1) —Fh
W FhPURAZIR P o1 5 (111) — PPk Z MR &5 5 41 5 5 (Lv) Zmbs AT AS R 2 AL IR Fr
o
[0222] 55—y, dedit RGO &, LS 5SEQ 1D NO: LEA 2 /DT70% J7 7IIARA] 11
IR 4, HOHp BT RAZIR 7 7 AU - (1) Sk H AF-0s 85 kBr i ghton e BN B fkHerman . 7
FR EERUt recht o iR 2RRRWR T 75 2Rk THD Joi 1R 23PRE 1 s tree T B 2ARCL VJiT
Wi sitkLederle-Chorioal lantoic MU Wk s bRASIRZIR B (11) —Fhek 2 vtz
FRFFA; (111) —Fhek Z MRS & 41 5 Bk (Lv) rhl PTAS U 23 HORZ IR 3 511 o
[0223]  5y—Jyim, S dit RGO &, LB 5SEQ 1D NO: 2 A /D70 % Jr IIARIA] 11
TR 4, HoHp BTGy 7 A« (1) SR H FAR A TSI sE RNZ 2 A A SRR T TSI
R B (1) —Fhak 2 M e e 41 (111) —Fhak 2 Mg 454 e 41 5 5k (iv) gt m]
QMR IR 51 -
[0224] 55—y, yedit THREE &, LS SSEQ 1D NO: 3 R /DT70% Fr IIARIA] 11
TR 4, FoHp FrRAZIR 7 AU - (1) Sk H AF-0is 85 hkBr i ghton e B B fkHerman \ 7
FR e RUt recht o iR 2RRRWR T 5075 2Rk THD Jof 1R 23 PRE 1 stree T B 2ARCL VJiT
Wi sitkLederle-Chorioal lantoic MU Wk s RASIIAZIR B (1) —Fhek 2 vtz
FRFFA; (111) —Fhek Z MR EE & 41 5 Bk (Lv) rhl PTAS U 43 HORZ IR 3 511 o
[0225] #5005 S IR e A - (1) 2k 1 22/ DAt 11 DA N e s R AL IR B Bt -
LR AR Br i gh ton R BB APk Herman « Stii &R Ut recht I Wi S PR WR I 1 il 25
FRTHD I I i kE L stree o i 2 RCL VT s Sk Lederle-Chorioal lantoic JJo 1A
BEPRAS AL R TSI SR PRNZ2 AR AR SR TT S s DA K (1) — Mok Z P Uiz IR 741l .
FE S5 5 AR Fr BOR B A f 9 ik Bri gh ton ¢ BEST A B bk He rman SR 5 2Pk
Utrecht J& FR 25 PRWR I 75 25 PR THD I BR 25 PRE L s tree Jor 19 BRMRCL Jor 11 Bibk
Lederle-ChorioallantoicHHii i BRPRAS o« £E S0t /7 2 Fh AL B BOR F FAR A 198
RNZ2 A A SRR TTS
[0226] #5005 S IR e A - (1) 2k 1 22/ DAt 1 DA N e iR AL IR B B -
IR EERBr i ghton e BB i bkHerman SR Jeripd R bRkU trecht o i BEARWR VI W 25
FREIHD o 19 S5 MRE L stree JJir PR B RCL J W 25k Lederle-Chorioal lantoic «fif 1A
BRPRAS AL R TS SR PRNZ2 IS A BEAR TS s B (1) — Pk 2 MAZIR 55 17 41 o £
ST T, R B F A 2Rk Bri gh ton s e BB 6 22 bk He rman « 9 o7 i 2k
Utrecht i 9 2R RRWR I 95 iR THD it 9 SR RRE L stree SJor DA 2R PRCL VJo 10 2Pk
Lederle-Chorioallantoic A BEPRAS « £E S0t /7 2 Fh LR B BOR SRR AE 198
BRPRNZ2 AU A iR TS 6
[0227] #5005 S IR Fe A - (1) 2k 1 22/ DAt [ DA N s R AL IR B B -
LR AR Br i gh ton R BRI APk Herman « Stii &R Ut recht I Wi & PR WR I 1 i 25
FRTHD I I i kE L stree o i 2 RCL VT s ik Lederle-Chorioal lantoic JJo 1A
BRPRAS AL AL TSI R PRNZ2 AR Ao SRR TS s T (11) G b T ASINES 43 WAL IR 741 o
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LESCHE T 2 A% TR Fr BOK H A0 W 25 Pk Bri gh ton R AEI N R bk He rman « G i il 2Pk
Utrecht J& FR 22 PRWR I 75 25 PR THD I BR 25 PRE L s tree o 1190 BRMRCL Jor 11 BRbk
Lederle-ChorioallantoicHIA4-rii BEPRAS « £E S0t 7 2 Fh LR Fr BOR SRR A 198
BRPRNZ2 AU A iR TS 6

[0228] (RS J5 S6H AR P A . (1) 2k H 2= /DRt F DA NEs SRR A B
LR AR Br i gh ton R ABI R #g Pk Herman « St &R Ut recht I Wi S PR WR I 1 i 25
FRTHD I I i kE L stree o i 2 kCL VT s ik Lederle-Chorioal lantoic JJo 1A
BEPRAS AL QMR TS S ARNZ 2 AR A i AR TS 5 (1) —Fhok 2 hus iz ey 41 A
(111) Zmhty AT IES o3 RAZIR T 71 o 45 ST 7 S 7 IR i B A A i MkBrighton 35t
AT Ak Herman YUl AR PR Ut recht ol i o SRR WR I 1 i 20k THD s i o 2k
Elstree Jo 12 RkCL o Wi 2k Lederle-Chorioal lantoi c FTHis P o5 e ARAS o £ S JiH 17
S TR BER 1 SEAR G VE TSR S PRNZ 2 A A e 2 AR T S

[0229] (RS 5 S AR P A . (1) 2k H = /DRt F DA NEs SRR A B
IR EERBr i ghton e BB i FkHerman SR Jeripd SR bRkU trecht o i BEARWR VI s 25
FEIHD o 9 S5 MRE L stree JJir PR B RCL J W 25k Lederle-Chorioal lantoic «fif 1A
RAS TEAL QPR TSR BEPRNZ2 A AR AR TS 5 (1) — Pk Z Uiz 41 M
(111) — Pl 2 MAZIR 455 7 41 o A2 5006 7 26 Hh AR o Beok F 2 2iPkBrighton i fig
Jo i B PkHerman o i Bk Ut recht I W 23 AR WR Je 1 9 25 Pk THD LI vy s 25 0k
Elstree Jo a2 RCL o i 2k Lederle-Chorioal lantoi c FTHir P o i ARAS o £ S JiH 17
S IR BER 1 AR G VE TSR S PRNZ 2 A A e 2R T S

[0230]  HpEE LR T A1) CRe LR RITE A S 2 1 Sty SEBR PR R R ST 25 11 2R PR 41
B899 o TR Jer i 5 5k PR 21 B0 S e 2 A RN A i T T B P 3 IR o AR 5 e B O Rk A
A2 il B e B R BE R E A SR R R TR BE DR o A e i B I AR s AN A AN 5 S g 2 A
LEASCHHER R “AE A TZEERY Uz IR e 41 AT DA i F N SRR Bl AT DS SR R AT E T
PR A NG T B AR R A o A DU AR 3 IR N IR S i 25 R , AT DAk O
LR (a0, A FE RN sk HH S0y o AR 50T T S, — Pl 2 M UaAizig Iy Y8 s & 95
B ARATE I A — 3550 o A2 ST S, K — Pl 2 Mo A% R A48 N B e B2 1)
AR TFRE A S 7 R, AR RARE 2 RS I e R N o A1 5 7y b, AR TR L A 2
JOREEIH AT S, AR AT 2L R /2 F 14 . SLEE R

[0231] 4 B Ak, Polea Azl 5 40 il 4 19697 B fE N 2K A2 50 S, — Pl 22 Fif
PURAZIR 75 s o 2w PD - LI 7 sl oy 18 44 o 78 5056 77 26 v, PD- L1 ) A2 i
PD-L1 scFv.fESi /5 €, $PD-L1 scFvIFESEQ 1D NO: 171K 41 o £E St 5 €, $71PD-
L1 scFvi&SEQ ID NO: L7RJ541 o 75550 /5 5 b, At A f AR SEQ 1D NO: 13174
LRSS ZErh, A A2 SEQ 1D NO: 13[1) /5741

[0232]  ZRSCHE K “PD-L17 5k “PD-L185 7 B4 AT H5 40 nl K AR A AL IE AR T RSk T
Bkl (PD-L1) (RN 274 (CD 274) ) sk H4EHRFPD - L1TE M HAZ sk [F Y (Flan, 5
PD-L1AHEL , T M4 2 /D50 % <80 % 90 % 95 % 96 % 97 % 98 % 99 % 1,100 % [N) - fF—LE
JTA, 5 RIRAFAEINPD - L1 I AHEL , AR al R AT 384 7 A sl e A1 —3593 (311450
1001508200 MESE LR /) A E90% 95 % 96 % 97 % 98 % 99 % 5k 100 % 1)
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SRR T HIARIFIIE o 42 500 77 267, PD- L1425 1 S FHUni Prot S i 2% 5 QINZQT M & H T
ol 5 H A A BRIV E AR ek R 3R AAH R .

[0233]  ASCERBEUARIE “PD- L1 A2 5 590 FEUAHEE B AT A I3 FPD - L1 11 Fek
sl IE BT (BN, Joik ok B B Bk nT 4R B [scFv]) o PD-LFAp I 3Rk sl
PERT DL MR 10 % 20 % 30 % 40 % <50 % 60 % 70 % 80 % 90 % 5k 51K o 75 HE 265 17
T, SXTHAALE L L. 565 265 365 465 545 10f% 8k B % o PD- L1 P IPD- L1, 431
A0, AT ASAFEAEPD - LI 51, 282D 35895 <00k 5 4 BELBIT sl S B K TR « Bl AE 2 7%
&, Bk A9 BBk FYEPD- LIS S S R .

[0234]  ZASZHRE M IUARGE “BHRICH A A7 L “NIS” ok “hNTS” fdH AT 5 4 ok RIRFEAETER,
(Y EPBH r 26 AR A R I A 08 PR R O LA PR ek R (4, S5 i s AR L
TR /D50% 80 % 90 % 95 % 96 % 97 % 98 % 99 % 5k 100 % [N) o 7F—L8 J5 1, 5 Rk
FEAE AR A DA AR L , AR ARk [FTIEA 7  Fe A1 ol 3 A1 1 — 3553 (14150, 100,150 5K,
200/ MEL A IR Y) F AT 90% . 95% 96 % 97 % 98 % 99 % 5 100 % 19 2 FE ik 7
FIARIEI: o 45 S 75 227, A D4R 5 Uni Prot % 8 N5 %-5Q9291 L1 (A Tk 5 3
P FEAMH R AR AR S R FEAAR R o 75 S0 S, B A R fu FESEQ 1D NO
L3[R 74 o AE 50107 ZEFh , BRI A 8 (A2 SEQ 1D NO: I3[ J7 41

[0235]  ASCHRREPRAZIR T M 2k v LA JE B4l PRIk, A2 5y 2, —
ok 2 PP URAZIR T 7% 3 5 R B 1 AR E &R AL 5055 S0, R ah 1R i a5 5 10
BB AL NI S, Ja B S R TR Bl AR ST K, SR R E s
FHSEQ ID NO: 1911 /541 A 5015 S, S A S 20152 SEQ ID NO: 191 41 o 75 555
P LS =i e PN LEp ke iR i) S b R AR Sa R = bl e s Y = P E A B = bl R
S )7 S HBJE B CuESEQ ID NO: 1811 /54 o 71 55E /5 5, Ho J5 242 SEQ 1D NO: 18
I AE S 2, 11K S 2h U 3ESEQ ID NO: 2014741 o 45 92jite Jy 2, 11K B 22
SEQ ID NO:20f]FF 4.

[0236]  ASCHREWHURAAZIR 78] IR & 741 W PAEG NGk s R R 4, (115
HERRENR SR N T IRE e A (AR ERIERD) B, W PURAzIR 741 (iR 45
G AN) SN B 2 PR R e s ol R 3, DU ] DL e B B A P E e 4z o i i, BRI
TEDUEAZIR 74 IR ES & T A1) AR 8 e 210 A/ s Ab T B AHmT , B A TR R e
B AL ST Sh, — el 2 b iZIR 7 41 (— Mk 2 MR &5 & e A1) SR G i 21
TR TR E R o A S0 T S, — M MU AR 7 7)) (— Mk 2 MZIR &5 5 7
A1) SHRG TN 2R DNASE S AL R AT PR E b B2 o A S0 5 S, — Rk 2 P o iz iRy
A (— Pk 2 PR A & 7 A1) 55 kG Jed 25 (1 DNAZE A BEE A1) 3 Ay AR E 42 - £
ST e, — il 2 P URAZER A (— Pl 2 MAZER 25 5 7 41)) 5 PRIEE DNAKH L il
SER T E R o A2 507 S, — Mk 2 Mo IR e 41 (— Pk 2 B IR &5 & 17 41))
55 FRWEE DNAW LAV BRERL R 193 AR T 4R E R 2

[0237] (RS0 )5 &, — a2 U IR 771 (— ek 2 MR 455 7 A1) S g hd
miRNAZE S P8 o AR S0 J7 56, miRNAZE & P B1EmiR 10045 5 P Al sl L e t Te 2565 Fr A1) o 74 5K
Ji6 7 Zrh , miRNASE 5 7 41 5EmiR10045 5 F 41 o 75 50 /5 2, miR 1004575 41 F9 45 SEQ 1D
NO: 91 J7- 1l o 41 5058 7 56 H , miR 10045 & 7 41 52 SEQ ID NO: 9 741l 41 575t 7 56 H , miR100
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S5 T AIURESEQ 1D NO: 1014 741l o A5 550177 S, miR10045 15 /7 4115&SEQ 1D NO: 10/1)7
H o AE ST 560, mi RNAZE &5 Al S Le t Te &5 5 7 4 o £E 21 17 267, let Te &5 5 7 A1 A0 6
SEQ TD NO: L1fR 74 o 7E Sht 5 26, et Te 5 A2 SEQ 1D NO: 1141,

[0238] {1506 )7 S H , — Mk Z R UmAZIR 7 A1 32 55— DUk Iy AN S P UmiZIRfr
Al QAR , S —PHUAZIR T A AT LUE S — IR G55 74, 58— HUiizig Iy S il DA
B IREE S

[0239]  fE500t 5 S, 56— DU AL IR Fr 5 g B g 24 A, - HLITIR 26 — hui iR e
H GB AR 45 4) afmi RNAZE & F 1 o 45 5006 15 56, S5 — U AR Fr 51 E s M5k
ML R I — 5, LSS —hum IR 741 GB IR EE & 4 55 JRMEIE DNARIEL (L gL [R 7]
B ER B AR S, S — DAL IR T AN R e LR ) — 35, HLEE Ptz
FR 741 (GB AIRE5 5 7 41) S DNAZRE A B DA AT P et 2

[0240]  FE50E )5 K, 58— HURASIR Fr 9 G A RIS R A , 28 — Uiz IiR v A1 4 PD -
LI o A5 SCHE T 6, 58— DUl iZIR iy S\ s SR R i —350> , HL28 —hueiziie
JFAEAF14 . SLEL R ) —57

[0241] (RS J5 S8 AR P A . (1) 2k H = /DRt B DA MR SRR A B
LR AR Br i gh ton R ABI R APk Herman « St &R Ut recht I Wi SRR WR I B il 25
FRTHD I I i kE L stree o i 2 RCL VT s ik Lederle-Chorioal lantoic JJo 1A
BEPRAS AL B TSI G RNZ 2 R A SR T TS 5 R (11) Bk b A R 45 A% TR
T 9 o AR ST T S FR, Gty AT RIS 43 RAZIR 7 S Gt o Y543 o A STt 5 S v, Gty il A
DRI FIAZTR 3 A B I i A e B I AR T B R 1 — 3853 o AR S0 77 b, R TR LA 2
PR PR IR o AE S0 7 ZE PR, R0 R AR A TR 2R AT

[0242] 150075 S0, G bty rl A IS 43 AZER 13 41 5 S 21 AT AR E A 45 o A1 S0 7 56
W A E R R R R B ARSI S, BB e A I R B AR S
Zh, AR EE B RESEQ ID NO: 19/ FE 4 75 Sy 2, &k 5 I = sh 12
SEQ ID NO:19[¥)/5 4l o £ 30 /5 ZE R, IR B i is e WS sh 1 A2 55 75 6 vh , IR 3))
U5 JF BB LK IS B o A 5007 56 HB IR 31 U FESEQ 1D NO: 1811741 o £E St 7
Zh HE 5B /2SEQ 1D NO: 18[1)J5741 o /1 St )7 5, 11K S 81 E4ESEQ 1D NO: 20/)7
Ao AE ST 26, 1IKJRZ)1/&SEQ 1D NO: 209741

[0243]  fE—ANSTiE s S6rb PURAETIR 741 IR ES 5 7 41) i A SEQ 1D NO: 10/7411)
miRNAZS & 741, 555 PRIESE DNAR LAV B PR 13 A P HR R B2

[0244]  fE—A300E T R, BURZIR 91 RS 5 e 81)) 4mis A SEQ 1D NO: 941l
miRNAZS & 741, 55 PRIGETE DNAR LAV B PR 13 A P HR R B2

[0245]  fE—ANSTiE s S6rh PURAETIR 741 IR ES & 7 41)) 9 A SEQ 1D NO: 1174111
miRNAZS & 741, 55 PRIETE DNARSL AV B PR 13 A P HR R B2

[0246]  fE—A30JE T R, BURB IR 7 RS 5 81D 4mh A SEQ 1D NO: 941y
miRNAZS & 741, H S DNASR G S PR 11 3 IRty A5 e 2 .

[0247]  fE—ANST0iE T S6rb PURAETR 741 IR ES & 7 41) 9 A SEQ 1D NO: 1174111
miRNAZS & 741, H S DNASR G L PR 1) 3 2Rty A5t 2 .

[0248]  fr—NSE 7 SEH AR s B R EE IR R AT SEQ- 1D NO: 5741 6
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[0249]  fE—A305E T K, PURAZIR 5 gn b et 6, H 5 5 i s )7 7]
B ERERE TR B DR ) — 355, A i 16 R A7 SEQ 1D NO: 13[1)7 4]
SRR R 2h - B SEQ 1D NO: 1919741

[0250] ATy ZEFR , gty nT A IR 3 AZIR Fr 2 i HATSEQ 1D NO: 14/3 41 [19%%
Yy, HSHE R B PR E A B, R S B R A 1 30y, HorhHs )E B - A
SEQ ID NO:18[{FF4.

[0251] NSy ZEHR, ity rAS IR 3 (AZIR 7 7 iy HATSEQ ID NO: 15/7 41158
JEERST, S G R R R B TR e B TR s S R — 35y, FR S k)
FHIRsh - HAGSEQ 1D NO: 19141

[0252]  fr—ANSE T ZEFR, ity rTAS IR 3 (AZIR 7 7 s HATSEQ ID NO: 15/7 41152
Yy, HSHE R B PR E A B, R S B R A 1 30y, b E B - A
SEQ ID NO:18[{]FF4.

[0253] NSy ZEHR, ity rTAS IR 3 (AZIR 7 7 s HATSEQ ID NO: 15/7 41128
JEERST, S 1IKE B AR ERE B2, I8 SRS B R ) 3550, b LK s 3l oA
SEQ ID NO:20f]FF 4.

[0254] NS T ZEHR, ity rTAS IR 3 (AZIR 7 7 s HATSEQ 1D NO: 16341122
Sy, HSHE A B PR E A B, R S B R A 1 30y, b E B - A
SEQ ID NO:18[{JFF4.

[0255] 1Sy ZEHR, Gty rAS IR 3 (AZIR - 7 s HATSEQ ID NO: 16741122
JEERSY, S 1IKE B A ERE B2, I8 OB sis E ER ) 3540, b LK s 3l HofA
SEQ ID NO:20f]FF 4.

[0256]  YE—AN3hE )T P, BB —DUEAIR A i et it ik, 5 & g 50 S 5
AR EE B R BRI R R 1 — 880 s BLEE —HUm IRy 4l (R 45 &7 91) 4
M HAASEQ 1D NO: 10J7 A miRNASS &5 741, H 55 FRIEE DNAKISEL AL B L DRI 37 A A 15
VEHbE B, Forp b g 24 R ELAA SEQ ID NO: 13941, HA&5 B g 510 21 245 SEQ
ID NO: 191 41

[0257]  YE—A30E )5 P, BB —DUEIR 2 i et it ik, 5 & g 50 S 5
AR EE B, R R R R 1 — 88 s BLEE —HUm IR 7 4l (IR 4557 91) 4
M HATSEQ ID NO:9/FHIHmiRNAZS & [y 41, HL55 FRIENE DNAWH IV BREIE IR 13 A i AT 153
VEHbEE B, P b g 24 R ELAA SEQ ID NO: 130941, HA5 B g 510 2 245 SEQ
ID NO: 191741

[0258]  YE—AN3hE )T P, BB —DUEAIR A i B it ik, 5 5 g 50 IS 5
AR EE B R RS R R 1 — 88 s BLEE —Hum IR 7 4l (IR 4557 91) 4
M HAASEQ 1D NO: 117 AmiRNASS &5 741, 7 H5 FRIEE DNAKISEE AL L DRI 37 A A 5
VEHbEE B, P b g i 24 R ELAA SEQ ID NO: 131941, HAA5 B g 510 2+ B 45 SEQ
ID NO: 191 41

[0259]  YE—A3hE )T P, BB —DUEIR 2 i et i s ik, 5 & g 50 IS 5
AR EE B, R RS R R 1 — 88 s BLEE —hUm IRy 4 (R 4557 91) 4
M HAASEQ 1D NO: 974 imiRNAZE & 741, I HAGDNAZR A RE A 3 AR ] 45 E a2
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Hrh g A A5 SEQ 1D NO: 13[4, A i S 2h 2 ASEQ 1D NO: 1917
Ao

[0260]  FE—ANSE T 2T, SE—DURAZTIR 7 41 4 A E A A 4 0, TS5 5 e 59 S 5
TR E R, T A R R R 1 — 3550 5 FLEE — Pl ziiR 7 41 IR ES & 7 91) 4
FEASEQ ID NO: LA 1mi RNAZE &5 e 41, H H S DNAZE SERE DRI 3 A 1 #4 A e
B, i aicit g 8k HATSEQ 1D NO: 13[W el HA st F e 5h - HA7SEQ 1D NO:19
74 o

[0261] NS )7 S v A epi 25 1JF 14 . BLEEPR L ATSEQ 1D NO: 717416

[0262]  YE—AN300E 05 S, DURAZIR I A 4 i HiPD-L1 scFv, H 5H5 /5 Al i E bk
B, IPEF14  SLEE R —355y , HirhPiPD-L1 scFv A SEQ ID NO: 1711741 HH5 53+
HAASEQ 1D NO: 1814541

[0263]  FF— /NS00 )5 S, PUBMIR A D st 4 4k , 56 me iy 5 05 2h 1 7]
PRVERERE , FETE W R 2 A A — 4y, FF HLF 14 . SLEE A L ATSEQ 1D NO: 7741, H
FH RN AL R A SEQ 1D NO: 131941, A s S S 245 SEQ 1D NO: 1914 ¢
Ao

[0264]  FE— A5 TT 2T, SE—BHURAZTIR 7 51 4 A E A A 4 0, TS5 5 e 59 S 5
TR E R T O E SR R — 8535 HLEE — PRy H1 4t PiPD-L1 scFv,
H 55 3 5) 1 T E R E R T R 14 . SLEL A RO —354, Horp gl A D4 Rk H A5 SEQ 1D
NO: 13[M 4, HA I B2 2 SEQ ID NO: 19[{ 741, HiiPD-L1 scFvi.ASEQ 1D
NO: 1719741, Jf HH5 58 HATSEQ 1D NO: 181741,

[0265]  TV.JERGER AR R T 1

[0266]  j— 5], Btk T —FIE AR S s 0 A 1k 207 B4 DR FH LR
HPEE S MRS A « 2P0 # PR Br i gh ton e BRI &Pk Herman SRt &Pk Ut recht i
B BEPRWR S Je2 13 2k THD VI i BiPRE L s tree i M 25 PRCL VI i B Pk Leder e -
Chorioallantoic Ju Ml BARAS « AL AN TIIEHR SR ARNZ2 MR A 85 R T TS 5 I e vz
/D PR R ), I AR S 25 o

[0267]  ASCEREFIIE BR S 2511077 15 T TE R & e 5 , SRR AnASC TR 1 5:
SR (AN, PURaAzIR e A0 SRR 55 7 51 i A U 43 AR P 471)

[0268] {156 )7 S v, BTk 2= /DR ik 25 LU NT-291 . OS2 B A o A1 555
Ty g B 2= DIFANSER 2R AN T 290 . SRR B AE - AE S 5 2, Bk &
DPRANEIR B S H LAUNT 290 . LIRS B AT A 550507 S, Birik 22 /D AN Bk
FHPAVINT290. 051 i e & B AL AR S E T S, BTk & /DA &k 25 FH LAVIN T2
0. 01 R G H P 11

[0269]  YE5j )5 S AR G sl LA T 5 2 /D Ao s bRk e 4, iir
AR AR e A 25 PkBrigh ton e BT RiPkHe rman SRyt S5 bkUt recht Ve i
BEARWR I 5 SR THD VI i S5 ARE Ls tree Ju W 85 PRCL VI i 5Pk Lederle-
Chorioallantoic Jif BN 2EFPRAS AL GLME CUSE S RN Z 2 R AR 250K TT S s FF A0 ¥R 1%
Z /P R ], NI AR S 5 o

[0270]  YE52jiti 5 2, 4R F A e &K Br i gh ton 2 AR i 2Pk Herman S Je7 5 24k
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Utrecht J& B 22 PRWR I 75 25 PR THD I BR 25 PRE L s tree Jor 10 BRMRCL Jo 11 Bibk
Lederle-ChorioallantoicH i 2 PRASIE A o

[0271] {156 )5 S v AR Bk F Ao i bkBr i ghton e BRI BiPkHerman S
FERkUtrecht i A 2RRRWR 07 P2 22Kk THD 7 DA 25PRE L s tree T B 2:PRCL T T
#ifkLederle-Chorioal lantoic A i BEHRAS

[0272] 577 2, 4 T A-Je0 i 4K Br i gh t on M e S5 MikHe rmanJik Y o 71 57Tt
T3 &, 4l AR 55 kB i gh t on PRI B PRUt rech t s  AF 55717 S, i 4
JerJ HE AR Br 1 gh t on R 19 e MRWRIER AL o 71 56 7 S R, 0 T AF-10 00 Bk Bri gh t on e
W BE PR THDJR R o 78 50077 6, AN FHA-Je0)ps i PRBr i gh ton M s BEARE L s tree il
FESHE T S, AN A 2B i gh ton A 8 s bR CLIEGAL « AR S0 77 6, 41 A
S BEMRBrightonFle Wi 2xFkLederle-Chorioal lantoi cJi i . 48 31 7 22, FAR0s
ERPRBrighton MU 1 SR PRASIE AL AN o 71 S8 77 26 R, A0 1A 25 PRBri gh ton M1 oF
FGNE ISR B RNZ 2 JE 3 o 71 ST 7 2670, i A £k Br 1 gh t on IV A e il 3k
TJSIRG

[0273]  fE5056 75 S, IR sk Utrech t AT i SR PRWRIECHL AN o 7 S Jit 5 5,
A T G e B AR U tre ch t FILG i Jps B0k THD R AL o A5 50T 5 ZEH , 41 ] SR s s 250k
Utrecht MIu i BEAREL stree il  7E S0 /7 ZE R, AN T SR eros B PRU t rech t R s 25
PRCLIE G o fE 520 7 b, 40 T S e S5 bk Utrech t MG M s i Mk Lederle -
Chorioallantoicfit. £ 36 /7 S H , 4T Ao BEPRUt recht M s BERRAS A £
S )T S, AR T S BEPRU tre ch tRIEEAL QU 1B s RN Z 2 J8 AL o 41 5058 5 S H, 4T
I RS 2 kU tre ch RV Ao BEAR TSI AL«

[0274]  AE5 75 S6rb, A e R B R WRATIT s 2Pk THD B o /1 S50t 5 56 v, 41t
AT B3 B PRWRATIE (o5 S PRE L s tree Y o 41 S8 7 SEH, 41 T s BERRWRATE i
BRPRCLIE AL o A1 5003 5 S, 41 T S e RWR AT % i bk Leder le-Chorioallantoic
JRY o AE ST T S F, A TS v S PRWRATIC s SR PRAS IR G o 8 50T 7 S Hp , 4nli e
B BEPRWRATI AL B UG BEPRNZ 2S£ S5 77 2 VR, AR T s S PRWRAT B et
I EEPRT TSI .

[0275]  FE5JE 5 ZErh, 4o T i 95 2k THD AT, i s i PRE L s tree B UL o £E ST 5 56 M
1Y T 9o 25k THD AT i B PR CLIE Y o /5 50T S8 Hp, AN L 195 PR THD AT 1Y
i RitkLederle-Chorioal lantoi el £ESEJiE /5 S, 4R I 0 2k THD A 1 &5
PRASIRGL A8 S5t 17 2 Th , 20 TG 1905 Bk THD A S A5 e M TR B PRNZ 28 o £ S it )5
2 2 T 05 AR THD AR Ao 2R T TS I o

[0276]  r 52505 S, 40N AT H s B PRE L s tree FIMT B S MRCLIB AL o 75 St )y 58
AR I M S PRE L stree FIlo i 25k Lederle-Chorioal lantoi cJiis . 7F S0 /7 551,
AIHE IS M o BEARE Ls tre e RV 1 95 BE R AS &AL o 78 5056 77 S v, 41 i FI S 250k
Elstree ML YN IS SR MRNZ2 AL 78 500577 S, A e M iS5 PRE L s tree AR ZF
e R PRT TSI

[0277] R ShE 75 S, A0S FS R S MR CLAS i &tk Lederle-Chorioal lantoi cJg
e oA ST SEH, AN TR B S SR CLAFTHR P o e ARAS I AL o 71 S0 77 6 v, 4t T i
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I3 B IRCLAN A% B R U RERNZ 2SR G o A1 S0 7 S Hh , 4R T s SR PRCLA A Je s
BEPRTISIEGL

[0278]  Arafie Jy 2, 4 H T s 2xfkLederle-Chorioal lantoi c Ao 1k B ARAS i
Qe AE T SR, N T s B Pk Lederle-Chorioal lantoi e MIFEAL QLR TTHE I d5 0k
NZ2JE G  AE I T S, AN HI B i &Pk Lederle -Chorioal lantoi e FIUBZFI AR TS
(02791 FE50E )5 S0, A HT B 5 B RAS IR LA L B PRNZ 2 4 o E S JiE 5 56
20 P P B PRAS FIME Ao SRR T TSI o £ STit 5 S Hp, AL Bk T s 5 bk
NZ2FUR e s PR T S Ik A4 i o

[0280] ¥ 5t /y 2, 4R S 4N 2 B B AT A4 o« £ S0 77 2, 42 b B 4mi . £
S )T S 4ROV - LA AR S0 T ZEFh, A2 WA T Bz 4niifa.

[0281]  V.ZG¥di 54

[0282]  —Jyifl, 2 Mt T 25Wndl &, LB IaT A 38R I QA S R RE (1 S5 7 S ATk 1
FR IR 5 o AE S0 T S8 IR G TEi i B AL IR (B0, DU LR 7 81 IR &5 & T3 41
it AT RIS 7 AZIR 7 A s FATATEH )

[0283]  “ZgWyn] s T RN 2y nl B s 2 k™ 2 15 B T-RHE T B 4G T 0 SO
BT Rl i, T DA R AR I S b ifn A 5 i R 1 B 2 a5/ 7E H - 25
W] BRI A A ERR R I - 045 7K WNaC 1 AR ER /K L FLER KR inger s « TE 3 R  1E 37
A AIHE KGR IR 7 00 S R S T R B HIA R A A EhVATR (WRinger” sTATR)
B BB o KA S anFUBE  ELBETER e ks IR ER IR 2 AR A AE 25 R LI Lu g e
ARG 751 55 o XM T AR KR, iRy B2, wT DA S5 il B S5 il vy 770 S B Jis 770 AR
FUSTERE A FLAE A SE 2z Fe 2k 2R 51 5 € IR/ sl 5 B o 5 TR, X e Al B 1 71
NG E Y R AT TN ARG ER N PRI & 29 E ) ] DU AL B .
[0284]  ASCRUAEI S 7 AR BRI s 2 5, ATLA IR B i sl e 1] o it
FRTULE R FIIE 2, 2 A DU A ST 28 o 75 S5 7 S, ASCHR IR &
oL B 5 — Rk 2 AR TE A 25, 45040 R ) S 3 38 751 Bl 70 sk B 8 771 o 7E S J 56 vp , A
SRR IR S 55T B () — 5557 o 1 I IR S B AE 0 5 e ok R e JI e o ] DA /]
AT T TR 2 T R A W AR Al ke 4 o T TR AR 5710 (s v 28 S e 4
JE B 2 H ek AT A M (B AN o SR RE) FITE Ry FIEF 4 2 e T2 2 (B an e R FE 41 24
20) ATy, AT LUK Al o3 s N B R A, A0 an B4 98 750 2 e A/ s L RS DARFAIR
RS AE PO B2 5 (0 790 5 63 700« ) IFE A AT T A

[0285]  {pRA5 e w41 1 W P LATC 1 ol B A7 A58, 005, 802, 290 . 005mg 22 £J2000mg
TE SR 25 , B E A T/ N IRBS 14 « ARGE “ B A SR R S AR A
T FL 2P FRA I R BB BT, A A S TIUE R IS R, 28T
AT HIAT TR H S A E 2RI A 456 O 1 il & R S an /o7, B = 20 e
k53 5 2WRIE TR & LUE RS A AR I S I ¥ SR S A T I A9 24 A
ik S I 20 S W S B T Aoy 1 B A B A SR R AL A T DA
B Gy R AN 5y R A R B A A5 an 7 RN 5

[0286] 1Ly e, W] DAKEAC A B M Bl AL e A sk DAt TR & AR
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PG KA R SR D, st ml a8 N AR AN 44y, J B AT &
TIE BB X RSy AT s iR 2 T Bt 2 TS T RS o v R A
53 SEEEHIIE N IR BRI 2 M LR X RIS E B A, X SRS T
ZRETRANE TR 5 an RS i AN O FR AT 4 XM R S

[0287]  WDAEAS NAK BHALS Y F - 10 sl B e FH v A 20 G 7K P 18 24 AR
HIRHAR KPR B P v LA S 2 FH (B ke« 2 BRI B~ BB A2 0D AR
R LI, DA MRt RN 2 ADL ) 252728551

[0288]  VI.JQ¥7 )51k

[0289]  fE5— 51, et 1R A T B RN R R E R T 1 2 T R BRSNS i
FETT A R0 O WA S S S 5 2 ik R S e 25 , WITE T X S SR AE « £ 5K
it Zrh e A FUBRIEE &5 70 BRI S Jiides 2R 22008 < UM e i A7) IR < TR IR
675 S A E A B i o A1 S T 56 HD R E AT I o 75 S ZE R, Jae e e s o 75 S0
BT 26 SRR AT IR o AL S 5 SR, R e PR o AE ST T 56D e — BT F LU
[0290]  fE 50077 2, Bt A A i FH 28 — IR S e & AN S R S 5« £E X8 17 27,
RN B S8 AR Ao & AL S RO P R i o« A2 S5 26, 28— iR S5 e
FEHEE B S 25 R o £ S0 26, 0 it 1 26— R S i 2 28 i A
i

[02911 St )y 2P, Jer 22 DL /D 1O WS BE T Ak B A7 (PFu) /it FH o 7 St )5 6 Vh 987
A /D 1O WEREIE A B (PFu) kg H o £ S5 56, Jery 22 PAZE /D 1O BIEFEZ Al B A0
(Pfu) /kelits [T £F 52505 2, Serim i A2/ D 10 BEBEIE I Bz (PFu) /ke i JT] o £F St )y 56
e RE DA /D LOTWRBEFE I 2457 (PFu) /g it FH o £E St 1 26, Jeip #43 DA 28 /D 10 g B P
BT (PRu) /kglie T o

[0292]  {ESjite )y e rh, S 2 DL LO W BEFE B B (PFu) /et JT] o £F S0t )5 8 HP , e s i
PATOMEBEIE B PR (PRu) kgt FH o £ 520 77 26, Serii 22 A L0 BEJE A B 07 (PFu) / kg i
A 5077 5, o5 22 DA LOEBE T B B (PEu) kgl P o 75 S0 7T 26, S 22 DL 107
BEFE % B (PEu) /gt o AE 5277 26 H0 , eris g LA L0 BEFE B A7 (PFu) kgl FH o

[0293]  {ESjite )y Hh S 2 LI 1O WEBEFE I B A7 (PFu) /Kt JH o £E S5 6, o7 9
FPALO B A A (PTu) kgt FH o £E S0t 5 6Ty, Jer 25 DA 24 X 10" BE A ok 2 Ao
(Pfu) /ke it 1 o £F S0t )5 26 P, e 5 DA 4 X L0 WEBEFE R Bz (PFu) ket o £ S )y 56
W e DL 25 X 10 EBEE I 545z (PFu) ket T o £E S5 5, e 23 DL5 X 10" 1B
BB (PRu) /kglie T o

[0294]  — Ty, B ftt 7 Hd g BesE 1 5 1k 2 5 AR A E S an A STk BRI
S BRI o AE ST S, AR SRR AN o AE ST T e AR FUPR e AT S5 e 4
B JRE AR S I 0P e 4R A« S 2R A DN SR T T A0 e A TR e 41
J AR Zm e e 4m it B s A ek PSR 4n i o 2 S 5 b SR 42 LI 4N o« 76 5K
W7 &, e AN G e i « AR ShE 5 2 S gl 2 B e A 75 ST &, e aniie
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T AN A1 508 7 S, T AR e 4 o 75 S5 70 6V, T AN PR 200 o 71 555
D75 T e P S 4R o £E S S Jen A 1 A e 4R £E S T S, e
e I 2 o 71 S 7 S8V, Jen A o A o £ STt S8R, Je 2 A2 PR A «
S S A A B R R o AE ST SR e A PR AN - 1 S S SR Jen A
&= LI A .

(02951  ARHEASCHRHE I 572 , DA S0 AT 280 1) — sk 22 FRASSCRR AL 25711 KB
R A RO AT B A T ARE A 380 O AT 5 AR B SONE (BN, VR T 7 ) v
(R ATART 1 o FH 8 FH 24 7000 A 38t AT TA] AT A TUBOR N L 584 o Tt FH R 571
X2 A VA= A= B BB I38UR , Ferhons sl e (1) — sk 28 BREIR S2 B 52 (B4, gk b sl e
R o FAEEANR R EN 5 R 2 AN BB IS BRI A8 SUSON s B 55 o 1 5 7
SRR ES EDL M B 22 B G AE IR B it i R el AT b dE
i 25, I FLAT ARSI UAE o AEATAT AR SAERIIHOL B, AMRERIT AT L
A o Al T AR, I HORT AR R — R sk Z G S, Fp 2 — R el LR W 145 E 261
R 25% 77, AT AR SCRRP ARSI DG T 18 Y AR O FE S BN, W 45 T 2880, A e B o
BN R D 2 D5 % . 10% 15 % 20 % + 25 % 40 % 50 % 60 % 75 % +80 % 90 % i 5 /D>
100% 33U AT LSRR O 2 /0 “657 OB Inslami b o i, Jay7 A 380w AT LALE Y R A 52 /D
1. 265 1. 565 20%  5RF E FE 2 38R « A DI A 51 s AN SR B 1967 1 HL Y, 9 HLARSIU,
AR U] DA FH E B3 AR € (S Wil iiLieberman, Pharmaceutical Dosage Forms
(vols.1-3,1992) ;Lloyd,The Art,Science and Technology of Pharmaceutical
Compounding (1999) ;Pickar,Dosage Calculations (1999) ;and Remington:The Science
and Practice of Pharmacy,20th Edition,2003,Gennaro,Ed.,Lippincott,Williams&
Wilkins) o

[0296] X0 Pk , R a 7 A R ARSI R R S e 241 S e I R A F 2 ik
FLIAAESIIE] (9040, A2 A B RE A AB R AEARE RN it F -0 5 9697 VRIS T B Am AE 2
SR RIS AN BRI TR T7 A 38t A SR 1 25711 IR, 78 55— 5 T B2 Bt 7RI A
AN SR AR (BN, 568E) 171k

[0297]  RIE“XR”RBE” VAR FEASEIRBEIER, I Ha 5w DL A 4 o gl Ui, s
W TR AR —E B L E B , (H AT RS TR E= 7

[0298] QAT I, “Vay7” 5 “VAIT” 55903 0 i sl AEAE SC 03 00 I B E R
SETRT am al TR A R (BRI IR EE SR 1957 A 2 sl B2 I PR 45 R AT B H AR T
TCH AT 97 I A2 2 A Il A — e 22 PR Eloos O , SRS 00 ~ S5 sl e R T, A
SEIR DI B AE AR A, T3 905 000 500 o & JRE , TOURT 9 0 R Bl FE B, IR ik
IRNBIR L I B AE I R, AR Sl IR I05 (00 i B AR , A0 kS Ao DL~ i 58
FEIRAS, IR « “TRTT” 18 P DL HRE K RIS @ AR 1R IR D0 N HUSR A7
e “YRTT” 18 A DLEHEA D O s sl i [ , B IN DR O « s sl e ) b e, /5
EATTLOTE LT, Hb BOoK AT 195 00 S50 sl IR0 Jj o AR SO T, B RTT fE 4
BRI Els (L 1 — Bl 2 MR AR i BB O RE R, 5l AR AE 8 I B Ak (R sl
PURERBIPE o BRI, 7R FiT ik D v, T8 577 AT DAAE C B 5500 o3 (00 5 00 5 L RO
PREEAR10% <20 % <30 % 40 % 50 % 60 % 70 % 80 % 90 % 55 100 % o I 41, W1 5% FEAHEL
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G 1 — Bk ME R L0 % , MRS T 8 T B A I6TT - AL, BT A2
5 RIRFO WK SEAHEL A 10 % 20 % 30 % 40 % 50 % 60 % 70 % <80 % <90 % 100 % 5§,
F10% F1100 % 2 [MHEAR 1 53 FE AR « NEERARTE T 7 AN AT FE TR 0 B 52 2 THBR A i L
IR R LR o AN, @AY T, AR sl A i) B 45 S5 6 UK AREE 22 110 %
20% +30% +40% 50 % 60 % 70 % 80 % ~ 90 % ul 5 7, FHLiX B RAE ] DA R A AT 45
SEAETHIR

[0299]  JCiC WA B iR S sR 4151, B i ) el e 3 FH s 428 )90 A M o ok
SR OUIIPE T (B T095 ARG AS R B I E) A G RN R EE AN VAR AP
A At 251 S AR TRl PRI A R W o sl ek 3 4, 71 A o P fu/kg T
[0300] i W DL 2B vkak Lok (ilan, 2-8k3-,4-,6-,8-,10-,20-,50-,100-,150- 8 FH %
) o AR BRI AT AL 5075 T HOFRFSEI TR AT DAE MR 22— R B E 23845 ar (B,
254 FIARARTINS TR B o 450 40, 215w DA Rt T — ok (B, 4 5 2380 A 5880 48 H—
RGN, =Z A A H ) 5 BB R, A, 104F s B o I N, TR T I3
RIVAAEA B, A B A5 W AT AR B B H el A ] — ok (BRI =R )
[0301]  Z A AWk AT DA HABIG T A i A2 50 7 S, & Wik n] DL S Bosa 7
G e o HoAth v T FPRAR B A A2, A0 AT 355 Ak & i 38 L G 7677 571
QPR TR K LR ER R 2R « B TRy 75 o PRl BE 22 T 770 0 [ ) Jote FHAS 7 S 24 711
(] e ] sl e et AR R i 72 it T, S e 24 7 A R 7 SR I I TR BN A A & B AT 7
SIS sl e, LA S A AN R sl e e

[0302]  ASCRTIRRI G DA I LA 58 T, 55 0] T8 Y ARSIk s (B ansL g
i B e B e I R S PR 2R O SR i A R SRR s TR S B ey
T8 TR N AT PR 7 (9 ansedie 70D 06, 5lias 59 T B AS B 35 (H AT B A Bl -9 PR 51
IS RN -

[0303] 156 /5 S H , 12 1A BRIV T 711 o A 506 5 S8 Hh 107 e A 7 i 4 il 77 a
1 o A2 S0 T 2 IR 7 LS DT VE AR SR A2 506 /T 26, 697 1l & pembrol i zumab . /£ S
J7ZEH BT A Enivolumab . £E 3206 )5 Z5H0, 18 T 7l tal imogene laherparepvec . £E 327
J7 & IR YT g durvalumab. £E 5007 S, 09T AR BR BT A S0 S, R9T S
avelumab. /S )T 56 H, IT Al itatezolizumab . £E 5007 SEH , SR G S AR T A
A TR it T o £ S0 7 S Hik A 25 AT T 7[RI IR e 1 o 78 55T S8 vb, i it
G TR B AR T 5

[0304]  fF 2055 7 S, L lml it A A4 7 28 —ah MR (BlanduessF) 1190.5.1.2.4.6..8.
1021216201k 24 /NI PN Jite FH—ofrdi P 751 o s [0 e P 6 A ] TS 388 st D 7Ok i 24 71
(BIan, B AE2)1.5.10. 15205305 BN, sl AR A it FH o 75— 28 S0t 5 56 Hh
FL[A] T FH AT DA 2 3 [R50 52, BR A28 60 2 PR RS 1 U0 R — 25 A 51 o A5 AL S5
J57 SR T VR AT DAL I o A5 D — > S 7 2 T PR FRUR/ sl B R0 T A e vk

S AN
éﬂ]:[ o

[0305]  “fyufie 2457 il L IE 16 2 3L, AR AT DUBT A=W E I sle 2 J A At A=Kl et e
WALEY (BN, tE &1 258 RS0 R0 R oA BB S, i 252 g7
2o BRI T S, DU e A A A AR TR AE T T T PR RO o fE— 12
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ST ZH, Pl 255 FDABK 52 ] 22 SN R R AU AT LR e o T TR e 298 - Do
R S5 B 4E H AP T-MEK (5141, MEK1 \MEK2 | 5k 5 MEK 1 AIMEK2) i1 5%1) (151 41XL518.CI -
1040.PD035901 . 55 £5 JE /AZD6244 .GSK1120212/trametinib.GDC-0973 ,ARRY - 162 . ARRY -
300.AZD8330.PD0325901.U0126.PD98059.TAK-733.PD318088.AS703026.BAY 869766) %t
T (BN, PRI S PRSI K T TR BT~ FI M2 < 92155 V&t (mechlorethamine) .
DR SEENT VFERIR AR BT (140, mechloroethamine ERBEMENZ K T TR AT«
meiphalan)  CMsVEHTHIRE = SR s (B, 7S AL = 2R Ul FERATIR) e S iR e / &k
2 (A, N2 ERSERIR (B4, £3EAE]T W lomusitne w5 a VT VEEIREE ) = &U5 8

R UA)) SPURE) (AN, 5 - f PR IR L PR DY SR R e SRR e o PO A B
T ZE T R h 2E R S (B4, FHREERS) | ok 2 e AU (B4, SR I
floxouridine FAPHEFY) (RS SSALY) (AN, SRTERS it SR T mlfh 1) 55) a4
IR (B, KB K HER KGR K HEh Y RS R VB 2SS JJ6F
AL (B, D7 B R FEIR R VL e RIE T (VP16) HRRIKIE I e
HE) U hiTAEZR B, 2200 2 PR R SRAL R R B R R R TR AR
22253 OKIE R SRS R ) TN E Y (I voxaloplatin, D) VB
i (A0 4n, KAE ) IR (lan, 23805 S FRBHTT A28 (lan, iR EED B EBREZ
IR (A, KA KRR R & 2R (BN ARFETD) PR 2R (N, Rar & 3R
2 B R ) B (a0, L- R e 2405 L AR 1 e -S54 SR 571
(414n1U0126.PD98059.PD184352.PD0325901 \ARRY-142886.SB239063.SP600125.BAY 43-
9006 J& B 775 2% 5KLY294002 . SykTIIF] .mTORIPHIF  Hifk (FI41. rituxan) .gossyphol .
genasense. ZME.Chlorofusin, 4 ALEHR (ATRA) &5 GEH 2 IR A SL R AR T
U5 PALAAR (TRAIL) \5- %24 -2 - Ui S G RAE IR « 250 B VKA AR B
POfthise S JE (Gleevec . RTM.) HE/RTEEG 3 V17 -N- MG AL - 17 - L A RIS &R
(17-AAG) \flavopiridol LY294002 Bl K LI Z Pk 84T BAY 11-7082.PKC412,
PD184352.20- 3 -1,25 24 RD3 3 5- CHLIRMENE ; P b 5 0 s BT bb B2 5 IR v M s DR ER
TS 5 ] 25 2K 30T 5 BT 9 A7 355 ALL - TKEE H U5 /S I 25 17T s ami dox s ST T 5 S 35
JRIR 5 S bl 5 5 LY g 5 BT AR 5 5 ST B phh e 5 2 PRI 5 1A A AR AR5 F5 D F
G L F il (antarelix) s iy EIEAS L AEH -1 (anti-dorsalizing
morphogenetic protein-1) ; PrAEREE I AR ; DUMERES ; DU (antineoplaston) 5 &
SCEAZATR ; PR H 2 BR Eh 5 R T 2L A 7 o4 5 IR A% TR s ara - CDP-DL-
PTBA ; K5 S BR I 2l ; asulacrine ; Pfth 3530 s Pof 22 5]7] ;axinastatin 1;axinastatin 2;
axinastatin 3;P0FLAE]EL; T A R RS AR ; K R ARG R ITIATAEY; B Wk
(balanol) 5 B4 55wt s BCR/ABLAE U s K I 25 (benzochlorins) ; 2K L B i pa 32
(benzoylstaurosporine) ; BINBEIZATA ) ;beta-alethine;betaclamycin By FAMERHR ;
bFGF I 5 L i 5 Db AT s BUNY P IE RS I s DSk s bistratene A BRI
breflate; BVCAZ B ; 75 BEEK; | I 2 BRI I i s R 1A =% ; F5 RO CER 11 C s BRI 26
G TN B TL -2 KB Rk MR MR R - AR - M R R
(carboxyamidotriazole) ;CaRest M3;CARN 700 ;e AT A AmEI 71 s = PTR8T ; BE A 1k
A7) (1COS) 5 SEMG I 3 RADTRIAB 5 P4 Hh iy v s SNy 28 5 SRR MRt i 5 PY R i 1)
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235 CHINIBR s v e s UK 205 i s col lismycin Ajcollismycin By BAfthiT
A ZA T 2% ; conagenin; crambescidin 816; % v H3E; cryptophycin 8;
cryptophycin AfiTA¥);curacin A; AKX EEE2E (cyclopentanthraquinones) ;
cycloplatam;cypemycin; PRI E -/ \BE L BEIR 8 s IR AR -5 ey tostating I8 B FPT;
P A5 5 SRR Y 2B 5 M TS B bR s M ZEOKAA s 4 S IABE I (dexifosfamide) s 47714
A A ERTAK MUY TR AR B didox; — O3NS ; —%(-5- %8 H;9-dioxamycin;
TORBMEREORNT s R 2T EB AR IS 2 2 RO ELSA IRATIR ; (RS 5L
FITT s CHIAR T 5 AR DRI BT RO 2 SR s WA I 5 SR OB R B2 5 2 5 A1 5 E U
FAUN) s BEBI S TR 71 s BEDR A B0 5 AR il s SRR FE IR 5 AP0 S 5 v fme s T 4L
U S HEANE s RS w15 s R IR AERL s f lavopiridol s SEURTTT s fluasterone ; SIAHIE ;
fluorodaunorunicin hydrochloride; #8335 5e; fs=tH s a2 s AR 2 a T s sLRF D B AR
(gadolinium texaphyrin) ; fHERER ; DIV s DNJE R v s WA 1 5 Phfthdie s 2D H
A5 hepsul fam;hereguling /S HIPE — A% (hexamethylene bisacetamide) ;454
B2 P IR IR P ik bb B 2 B 7% PO B 5 0 28 /8T 5 D98 5w At
imidazoacridones ; DKW GURF ; G RO ; R ZRAF AR IR - - L2 AR 711 s TP 224D
A T AT 2R ORI B & 3 H B F (ipomeanol) (4- ;5 h s 2 E
isobengazole;isohomohalicondrin B;{ffthw]¥yi; jasplakinolide;kahalalide F;
lamellarin-N=ZFRME; “=Fulk; leinamycin; KA% 7] 5% ; HlR AT 1 2 b ; leptolstatin; K
HHME s 3 I A - 5 A Ao P 25 5 20 PO B MRHEE =22 5 0 P BmAR s A e ok 5 ]
W s 2R 20 DY 5 2 IR e ORI R IR ME R 595 1issoclinamide 77&%0 ; M| /IE
(lombricine) ;7%3EHN SR ; FIEIE I s & & B s I oMt 7T 5 18 &R 5 B FE S e Lutetium
texaphyrin;lysofylline; I &AfRIK; 950 ;mannostatin A; B Bl ; L& Dy,
maspin; 3BT iR - 355 s B < JE A R s 58187 /R smerbarone s SR Bk s HH
T eV I 5 FH S 05 M s MLF AT 0] 5 A E T 5 KR AR08 5 oK w52 5 EE L BCEERNA 5 KT
Ji7; IR DA RE ; 22 % R AU s KT s 2 28 A AR R - B3R KT
B BT s B a5t s e DR, NRENRENE BRI 5 BLRR IBA+ > SR R 4 i
sk BENR K BF ; 22 2910 245 JE R A 570 s B2 T 2 Il B I L7 ik s o F i 2
mycaperoxide Bj; 4y AT 40 BE SR N smyriaporone s N- & et B Ak (N -
acetyldinaline) ;N- UMK H BRI 2 s A7k ARk s nagres tip s AN+ M4 =
napavin;naphterpin; BPFER]5%; 2508015 28 bl B 5 28 o IR s R VTR s JE 5K 5
nisamycin; —S AT — S B PR nitrul Tyn; 06 - 534 BEERS ; BRI
okicenone; FAZHTR ; BN HIRA; &9 PHA13; oracing FIRGHN 05 54 ; BL S0 BLybFs
[ ; LD F)4A 5 oxaunomycin;palauamine;palmitoylrhizoxin; WIKREER ; A2 =%
(panaxytriol) ; PRy ;s parabacting AP s 55 1440 BH5 2 s R MmE; mialfh T ;
pentrozole; RHELT ; Frdilili ; 275 ¥ ; phenazinomycin; R FRER /TR s BRIl
Hspicibanil; BARAFIRERRER ; L LL 2 Al PooF splacetin Asplacetin B;2FiATH
BASGE AN EI s S0 E S B S s B0 - =S S s PN I s TR 2K TR e s N 3
R WE Tl 5 113 A1) PR 25 J 2 5 45 11 P A 0 661 7910 5 512 1 AP S 58 VT4 7] 5 4 10 Dkl C 9T 1) 551D
microalgal; &5 [ J i Sl A I T 31 771 s WEne A M (A B AT A1 791 5 £ 2525 5 ML bRy e

54



N 118834840 A W OB P 53/86 i

MR 2L BRI 4 5% (pyridoxylated hemoglobin polyoxyethylerie
conjugate) ;raf FEPU; o B AN ZE ; T S TIB; rasiE e B & H I ) ras il ;5
ras - GAPHIPHIF ; 2 ARV 5 5 7T 5 BkRe  186RAXIAIR ; AR 32 s A% s RLTAE FH e ; 22
MU s 5 i 27 Bk ; e 2570 s rubiginone Bl;ruboxyl; 745K ;saintopin; SarCNU;
WUHARZA ; PoAS T 555 Sdi - VB ; WIBEm ]y T s TEEAT ARG s A AL IR ; 15 5 5 50
H59 5 15 S U Ak DU S S s sizofuran B R8N KO 4
solverol ; AE KRG G E A ; AN BT TR FEE KD B 77T 5 Wiy 78 &
(splenopentin) ; iGZRINHI 2 (spongistatin) 1; S i ; T AU HI ) ; T-4nlie s 2440
s stipiamide; BT R ANHEIF; sulfinosine s A RUME TG IS BT suradista; &7
I W E K A A AR R T B R T 5 A B IS A e s AR AT AL
DT AT 0220 5 W 9RU0E 5 tel lurapyry 1 ium; diphr I 711 5 22 507 0% s R sk i s B Je i
;s tetrachlorodecaoxide;tetrazomine; AL 2 (thaliblastine) ;BERRIAK; /M A
JZR 5 ML/ IR B B ARALU D 5 IR T2 5 IR A ol 38 52 Asish ) s Wi i e 5 18 FEOIR BRRGR
tin ethyl etiopurpurin;®hifLH];titanocene bichloride;topsentin;fEhmdsc; 4 fE
THu PN 5 BRI 4E R ; = W PRH (triacetyluridine) ; fpY 3 ; = Hh b,
A F R 5 FELE 13005 20 0 HENIR ; T S R T BT 161 711 5 T 2oL Bl TR A AT A1 791 s UBCHT A 771 5 22K
Ferl s AR AR T SEAT AR I AR AR A -5 PRI 52 A B (RIS variolin By ik &
Go LGN AL R Y 3 4E R T B 32 2 B (veramine) jverdins; 4ER 1155 s K& Hmie ;
vinxaltine;vitaxin; RS ; FUIEHRFE ; $TJE ;MR 4EC (zilascorb) ;¥ alfth ] 3R L
{5 FE R 25 R TR 22D RS 25 KA T BT a2 s T2 bl B2 5 R TR ks 5 ] e
D B2 R s B (A 25 5 N HH G 5 e 2R 5 I TR ] 52 R IR 5 Sl KR 5 el o 5 BT A
R 5 ST RS 25 5 R ATl 5 AR ERT 25 5 BT LG s Tk s BT ¢ 25 25 5 2 S it s 2R B4R
PbR iz, ShBR L AR, — HREER 25758 (bisnafide dimesylate) ; b2k il H 2k
525 AT s BRVC S B 5 T4 IER IR 2R 5 R SE s -RE ;R DU R0 R 5]
15 SRR RZEb A s R R P 3K 2K T BREUT s PE P S 31 5 vohr e s HERR e N E
(crisnatol mesylate) ; EMBSRLIL s BN 5 15 R LR ; SRR LG 31 s Muph fihi s 7 B 5
B MU T s FRREER R F LI 72 5 MUY i s 223200 B 5 EhIR 20 20 bb B 5 I 25 s AP TR SR s
555 PR HHHERE I 5 54085 2R 5 Rk R 70 5 SRR IR 2 IR 5 Ak vD P AL 5 T4 s R i 5 4k
VEWRIE ; ERFRFILE 5L 5 JU AR 5 SRFRIR SR L AL s MESRUIT 5 ME B R TR B 5 i e 4k
FEIH s MR AFT IO s IR M ; hER 1k P Wbk s T LI s SR AEARL s SRR 5 IR Rk
P SURMENE ; £ luoroci tabine ; SRR 5 A v Hh 22 545 o5 PO At s SRR V5 U Athse s FRAENIR 5
SRR IR EL B s AR 5 i imofosine;s AT ZRT1 (AR A FST R IT mkrlL. sub.2) .
FRa-2a; TH Ro-2b; THZRa-nl; THhZRa-n3; THEP-1a; THE v -1b; R ; EhIR
P70 R 5 BT K B A 5 >R Ak 5 AT SE PR B P 5 SRTR A BTt 5 7% SS Hh 328005 ¥ B 7T 5 #hERT
HIE ; DR Dy 2 R AT (mechlorethamine hydrochloride) ;[ FHHE 22 ;
TP CTREL ; FTEC s TR IR S 5 FH S ; e me ) s SR ZUE 5 2K
KT FERZ s KB 2 (nitocarcin) s 22440 28  KAETEMRG KT 12 5 223U 3 KT RIRE oK
FEI; SRR IR ; B0 TR ; 1A B Ml TR 2 LA BT & 15 1 140 B ) S 3K
TR R ESTS55 3% s BRI s DR IETRE s DR V67 ML 5 SRR 27 Tl 5 F) 5 21 5 s 56
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5 AN IR TEAEES 22 5 IRJE BT s SRR R LI s WS 25 3R ; SRR 25 25 5 ML A5 31 )
PR s DN ; Y025 SRRV 25K RISEmliT s S 285 Bk S B R RN RIS 2% 5
SRR IR e B 5 BRI R]TT 5 RN PRS2 5 BEIR PR 2% 5 M UARR 5 ) 55 3% 5 B P D220 5 P
WE 5 SRR TR T ; A BELT5% s B e IO B 2 28 5 S2 P 5 DRI 5 g B IR 5 IR 5 1
MR HEAZ A s R R AU s AP AR BRI IR S5 s BERR Hh AT e s BRI P~ i s = FH oD s = h b
FPRHTEIRER - Bk ; SRR 207 Sl 5 PRIGENE 0T 5 S5 B I s o5 I s BRI s iR Ko
ik s BRSBTS BRI K A s IR K A VLE s iR KA H R MIRIN A K G
il AT A A B 5 R e K s IR A M 5 Ul 5 KA S s vt |5 SRR IR
b 2 A5 A AR G2 - MV / SR T s TE s sl A e eI T (BildnTaxol . T (B EEAZES)
Taxotere. TM B 5 SAZHEH 2L 54 JE AR (HIR-55104) « ZHr mlfhiT 10 (BIDLS-10
FINSC-376128) KA AT MR & EL AR 2 (HIAE CT-980) KA HTfi \NSC-639829
Discodermolide (BINVP-XX-A-296) \ABT-751 (Abbott.BJE-7010) \Altorhyrtins ({f]x
Altorhyrtin AFIAltorhyrtin C) .Spongistatins (fl¥Spongistatin 1.Spongistatin
2-Spongistatin 3.Spongistatin 4.Spongistatin 5.Spongistatin 6.Spongistatin 7.
Spongistatin 8.FlSpongistatin 9) ZhfRIY 2 | (RILU-103793FINSC-D-669356)
Epothilones (ffl#Epothilone A.Epothilone B.Epothilone C(Hldesoxyepothilone A
or dEpoA) .Epothilone D (HJKOS-862.dEpoB.and desoxyepothilone B) .Epothilone E.
Epothilone F.Epothilone B N-oxide.Epothilone A N-oxide.l16-aza-epothilone B.
21-aminoepothilone B (EIBMS-310705) .21-hydroxyepothilone D (HJDesoxyepothilone
FA1dEpoF) .26-fluoroepothilone.Auristatin PE (BINSC-654663) .Soblidotin (BITZT-
1027) \LS-4559-P (Pharmacia.B[JLS-4577) \LS-4578 (PharmaciaHJLS-477-P) \LS-4477
(Pharmacia) \LS-4559 (Pharmacia) \RPR-112378 (Aventis) Fil K- 75 ¥R DZ-3358
(Daiichi) -FR-182877 (Fujisawa.BIWS-9885B) .GS-164 (Takeda) .GS-198 (Takeda) \KAR-2
(Hungarian Academy of Sciences) .BSF-223651 (BASF.EJILX-651and LU-223651) .SAH-
49960 (Lilly/Novartis) -SDZ-268970 (Lilly/Novartis) -AM-97 (Armad/Kyowa Hakko) .AM-
132 (Armad) AM-138 (Armad/Kyowa Hakko) .IDN-5005 (Indena) .Cryptophycin 52 (BJLY-
355703) JAC-7739 (Ajinomoto~HJAVE-8063AF1CS-39.HC1) \AC-7700 (Ajinomoto.B[JAVE-
8062 .AVE-8062A.CS-39-L-Ser.HC1.AIRPR-258062A) .Vitilevuamide.Tubulysin A.
Canadensol.Centaureidin (BINSC-106969) .T-138067 (Tularik HET-67.TL-138067F1TI -
138067) .COBRA-1 (Parker Hughes Institute,BJDDE-261FIWHI-261) \H10 (Kansas State
University) -H16 (Kansas State University) Oncocidin Al (BEJBTO-9564IDIME) DDE-
313 (Parker Hughes Institute) .Fijianolide B.Laulimalide.SPA-2 (Parker Hughes
Institute) \SPA-1 (Parker Hughes Institute.BJSPIKET-P) .3-TIAABU (Cytoskeleton/
Mt.Sinai School of Medicine.BMF-569) .Narcosine (H3#r ANSC-5366) Nascapine.D-
24851 (Asta Medica) \A-105972 (Abbott) -Hemiasterlin.3-BAABU (Cytoskeleton/
Mt.Sinai School of Medicine.BJMF-191) .TMPN (Arizona State University) .
Vanadocene acetylacetonate.T-138026 (Tularik) -Monsatrol.lnanocine (HINSC-
698666) +3-TAABE (Cytoskeleton/Mt.Sinai School of Medicine) \A-204197 (Abbott) \T-
607 (Tuiarik, BIT-900607) \RPR-115781 (Aventis) -Eleutherobins (such as
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Desmethyleleutherobin.Desaetyleleutherobin.lsoeleutherobin A.and 7-
Eleutherobin) \Caribaeoside.Caribaeolin.Halichondrin B.D-64131(Asta Medica) \D-
68144 (Asta Medica) -Diazonamide A A-293620 (Abbott) \NPI-2350 (Nereus) .
Taccalonolide A.TUB-245 (Aventis) A-259754 (Abbott) \Diozostatin. (-) -
Phenylahistin (BJNSCL-96F037) \D-68838 (Asta Medica) \D-68836 (Asta Medica) .
Myoseverin B.D-43411 (Zentaris.BID-81862) .A-289099 (Abbott) \A-318315 (Abbott)
HTT-286 (RISPA-110. = LFRE:) (Wyeth) \D-82317 (Zentaris) \D-82318 (Zentaris) +SC-
12983 (NCI) \Resverastatin phosphate sodium.BPR-0Y-007 (National Health Research
Institutes) JMISSR-250411 (Sanofi)) ZE[EIAE 2 (IAN B ZERAR) ARASKERL T A il
FRVERR 2RO 2280 77 (GnRH) W5 B Rl 2 5 N B AR S 1B IR Rz 5 21 T 2 (441
WIIRTER) 23R (BIAN CSE 4 | BETR FH I 22T L B HOR 42 ) HER R (D Ok
MR  POBERE) HUMERER (BN 3 25 HERGER (10 PR SERR 56 HH SE ) HuAEsR
(BN S D) S BRI (BN F Al (BCG) e ek L T & -2 a- TR RS JHAT
BEpTiR (B 51CD20 HTHER2 . 7{CD52 HTHLA-DR  FIPTVEGF FA T BEFTA) « T s 2 (Bl
FICD33 A e A H A - IR LS R S, HICD22 B v R AR - (R A B A 2 2B A 05) W
SHRREST I3 (AN T In Yk P T HICD20 B ST BUIRSS) (TR A EPN R i = AR iR
fiks BEAE R 3R B R VRS B TR I Ol B KBRS P RATT R AEHT
ISR i AR DT ARt T O B R 7555 W 5-nonyloxy tryptamine AE S HEJE ik
FEJe RE e E AR e EGFRINAHF 4 Bz A=K IR -3 44 (BGFR) BE [ 74 77 slova s 741 (914
AR (Tressa™) RZEE (Tarceva™) PHZH H47T (Erbitux) JHiMIEE (Tykerb™)
MEAEA ST (Vectibix ™) « FLAthJEAT (Caprelsa™ JPiu[i: %58 /BIBW2992.CT1-1033/ K418 .
SR e /HKT-272.CP- 724714 . TAK-285.AST- 1306 .ARRY334543 . ARRY-380,AG- 1478
dacomitinib/PF299804.0ST1-420/ 2 HELIR D e \AZD8I31 . ABET88 . 55 FI| % JE /EKB-569 .
CUDC-101.WZ8040.WZ4002.WZ3146 .AG-490.XL647.PD153035.BMS-599626.
[0306]  VIT. 457
[0307]  {E 55 —NJ5 1, TR B 7RSI e 5 ZE N G b BRVREAE I 3 7, %7 T B R A
S AR SRR IR ST S P AR R R S i w5 R ik, O S vk S Jer w2 A, AT 10 4
i o 75 S 7 S HR, R I B AR A TR IS o0 AR I 4] o £ STt /T ZE PR, Gy mT A
DS 53 PO AZ IR T A1) 4t b 2 DI 08 0 o A ST 7 S8 VR, 4t A T A IS 20 PO A 2 1 81 4t 1
mCherry o 75 50it/7 ZE T, 4t RTAS DU o0 RAZIR 7 ) b Emeral d o £ S ) S, 2 AT
SIS 53 IAZIR 7 9 b e K 86 2R o A1 S 77 26, Ja H AN Grp o AE ST )5 26
WS FLEN YD A ST SR WG A
[0308]  sLjiEf5l
[03091  $2{ILDL T St T3 (AP IR PR AP A W 6
[03101  SHfII1 . FHTHmehe iR ey T ik T A Uik S e 25
(03111 Jemhie A SR 55— ROBIN o VT2, AR JiiE Sy 716 7 S TR, i e
R MR, R IR S DU SRR TR AN AR 25 o
[0312] IR e RIRAAAE N sl A AL B R B , FEGY 2 e 255 sbimaita , Inl
INEEE AR A S (1,2) Padiad , el 5e 436 F A TTIB ITICE VI IE UIER Y
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SRy R R M A AR B T-VEC TTTIING RIS 7 & H 2 B4, 52 T-VECH 1
FER AN E 2 16.3% A0 T, B2 GM-CSFI R M2 . 1% (3) ARTEZ IR 145
FDA 2015410 H27 H#bHE 7 T-VEC. FDAXS 28 — A 25 1L e S —A> s il Ay B2 po i
HiF T

[0313] Sk F &/ D)\ AR TR B A9 R (BIAE IR 5 Rl i i3 1 ks
555 I 55 BRI 25 T =5 25  FE TR RO S AT B 25) O A fE IR ARIEe 1 %%
ANITEHEAT T I O T RS, TR s A e A TR B R R e SR T PE N
SN IETT VAR S5 AR R 25 A USSR A BR (5) o T HEL O TR 2 2 A FE s PR 1T AT
PRAFF AU P v B e VAR o 5 CRAR S sl i B R TR D) « TR 24
M AT 2R EFUE ST, B IS T AN A S KB UMR SO VAR 25 LA
SRR I TARE s BRI = T IR ot , T A= s U T 1 7 38R

[0314] o s 5, e S RHN IR Al 51, TV RAESEE W SR ARER RAE (fh v FURAE 194201
AR EIE GBI ASETY) L, & T LA s DD TS AR a7 7 e R0 I AN 589y
UERA T S B2 10 e A o I e 5 52 28— P S8 = P i s s AR T TA R R 25 o T
IR R I B 25 D AR 2 IR RS Hh AT 1, 9 H B 2 B HE S I R R
FHA RISV (2) o S5 80, aBim R & L o i i e TR 55 (6) , X2
W7 78 0 TR 25 AT s 2 — B A HR I S — e T iR TR 25 (D) .
bR T R a8, i s R I B S g O R R, R DL AR R (8) AR
QUM 98 25 (9) AR 25 (10) .

[0315]  fR& e 5 BT 4562k A AN R SRR A FURHIERTE 77, BRI T B i By A=
5525 o FH T 1B S MR S DU YE_EASE], BRI A2t 7 i = AR A 3R & 1B
I B AT 80 A B 5 PIRAEHO A & i Rl — 1R 7 0 LSS IR T30 g AL
PR TR I B AT A B 2528 o 5 o A RN B AR AR B AR L, ) LRI A R T
S EE AN RIS 5500 BSPRAE—4ANCT 6034l R b s AL R R G RE T

[0316] = A fiR 5 B I T 00 S BRI 5994 75 o Al 1 A0 B PRBr i gh ton e RES i &5
FiHerman S il sk Utrecht FIT 9 2 AkWRIHD Elstree.CL.Lederle-
ChorioallantoicHIASLASERM &2 &AL 2 (MOT) 20 . 01L& HLCV - 140, P A=tk & 1E e
JEEE o N T PP AR A B R, T AR AL TS B RN Z 2 A A e &R TTSLAMO Ty
0. 13k SMDBK AN o FH 5 A RO S2ge 2B , OV - 140 it o A o Hp i FH G e E e i 24
JA, I A% B TV a5 AU B A3 25 2 R ASMDBK - A MDBK 41 it H T B B o

[0317] MR BI85 2R A CV - LA RN FHR & B os 25 47 AL FrMDBK 41 i Hh 43
AIFRENL 00 LEE o BRI BE AT 100/ Mk 5 Il e 2R BIE o 1 200/ M BEAE 25 F A 4 i Hp
E—PWEBE A IR, 132200 se S I ARG 2500 B PR i i #14- 11352 I G 1Y
RS 2553 BSb, T 661 14 - 21 352 ik A TR B 550 B9k -

[0318] 3 /ENCI -6 04 A HH 1) vt g 7 08 28 e g 200G B8R I 25 97 S ik o 75— 41
NCI-6040Jfs A H At - Eb e T 200k 5 1o S AHIR S Al 2500 2 PR DA R L LR A
B RPN BRI 25 (GLV - 1h68AI0ncoVEX GFP) [ JIgg 4 i 54 575 14 (35 1) «GLV-1h68
SE IR T o0 AR B R R — , HH BT IEAEIR PR & - OncoVEX. GFPST-VECH A5 4]
FIE 2L, T-VECE —FiasR Ve B 2lios i 5 - 1, HA S FDAREAE Y 58 — PR ik 25 - HIMOT
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MO . OV IEE R 22 I G R4 it 25 o o M TSI 7E S G 5 96 /N I 4R 3G 0 o £E XA i
A 7 128 S0 e PO 25 (MOT 0. 01) A B PR IFIRK ST, FE LA DAL e e 4 e 2
(NCI-6041H A 2 £ 4n e A /2 M EE AN ) Hhr g f , PRI AT S8 A 80 i 549 B
P o BRI , 1208 2 I AR T AN BEAE BT AN A Th E BMTEAT B2 H— S04 45 . IR,
N TR AR E 1, 2R E 6P A L 40 AR I 45 A REAE A

[0319] 31 .NCI-6040Ju &1 H 5%
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2% Yrfp 3] R
BT549 N A5 I £
HS 578T A N i EE
MCF7 A LN i B
MDA-MB-231 A N Iy B
MDA-MB-468 A AE Iy
T-47D A LN i B
SF268 A CNS Iy £
SF295 A CNS I B
SF539 A CNS Iy
SNB-19 N CNS I £
SNB-75 A CNS Iy £
U251 A CNS Il B
COLO205 A 2317 I B L7
HCC 2998 A 51177 i EE
HCT-116 A 7 Ml B
HCT-15 A 2317 Iy B
HT29 A “hiiy I
KM12 A s Iy
SW620 A i Iy b

[0320] 786-0 A = Iy £
A498 A =1 I B
ACHN N (5} Iy £
CAKI A (5] i EE
RXF 393 A (Ee Il B
SNI12C A (=3 I
TK-10 N 51 Iy
UO-31 N (51 Iy B
CCRF-CEM A £ L 575 iF
HL-60 A SHIES BT
K562 N {4 1fi 775 po g
MOLT-4 A £ 155 =iF
RPMI-8226 A SN BT
SR A [ 10775 2%
A549 A iy Iy
EKVX A i I B
HOP-62 A i I £
HOP-92 A i It B AL R
NCI-H226 A i I BE
NCI-H23 A i Iy b
NCI-H322M A fifi S e
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NCI-H460 A Jifi I
NCI-H522 N fifi I
LOX IMVI N EBRE - i B
M14 N R Iy £
MALME-3M N BRI I 5 B
MDA-MB-435 A R It B
SK-MEL-2 N BRE Iy £
SK-MEL-28 A BRI Iy B
SK-MEL-5 A R Iy B
[0321] UA(‘C-;S? A ,'%L%%@ mﬁﬂ.‘ﬁ
UACC-62 A R I
IGROV1 N A Iy B
OVCAR-3 A b £ i EE
OVCAR-4 A Hp £ M B
OVCAR-5 N TR Iy B
OVCAR-8 A b Iy £
SK-OV-3 A Hp £ Mt B
NCI-ADR-RES A iR It B
DU145 A I 471 I B
PC-3 X T 510 i Iy

[0322]  FE100/N I & 10 7500 BSPRH , 70 BSPR#17 (SEQ ID NO:3) F1#33 (SEQ 1D
NO: 1) 7ENCI -60 S ARg it 58 Hh /s HH EL 9N S AR TR s PR 240 B 2 8 2 BE A o 4
Ju A5 (1) o FE 100N KT I BT 507 Bk, 2 ESPR#189 (SEQ 1D NO:2) Bt , W
HH EE PR A3 A I 9 RN RS 25 10 25 B A At 547 (B2) o BT = Bl i &5 15
JTESPR (R17, #33MI#189) £ K 2 FINCT - 60[F fAcsis 40 A b 5 &S w25 i gniase e, B EAE
0. OLFMERMOT N & Akt o 885, IEIE o s AR A HIR & LRI B0 E bk Db B S MR ek 5 il
S R4 ESMRAEARMOT 0.01 N A5 Zmliu S A 2

[0323] #3308 18911 FEAI 2 - o ALK AR HR 3 B ST A e 4440 B MR#33 1% 18911
FLIRZHDNA, - FHI11lumina Hiseq 25003H(T F—AMIF , 78 25K 155 1000x . 10 13- PCRY 14
73 FFaH 1S Sanger il okl o X #33FE R 4110189, 4158 E X (bps) #EAT T 584+, 10
189FLEIA £y 138, 203 MHFFE XS o £ AT GenBank [ 42K BLAST e HH#3 3 Rt 1 8911 1L [K £H F 4]
5GenBank H AR JE A 41 e 1) AN o 3 3 H AT ArT HAth 1 25 B B o 1 ik » #1893
T BT AL B TS iENZ 2Rk, FL 2 S AN R 25 H ) — o 78 3% e T IB 9 BENZ 2955
B % E [T A ORF IAZH R 7 1 S5 # 189 HR AR o 55 A% L 16 RENZ2AHLE , #189
FERI 67550 — “C” 4N o 75 S A ARy TR XK, i e— AN T2 o R4 DL, O
FE#18IKE PRI AT RN 55— NI eI — 48 DL BUTIRE, #33A1# 189A A 1524 i
R R4 Bk

[0324]  JyiEAM R 4ui & i I 40 i A ERPMI - 1640 (Mediatech,Manassas, VA) Hi4E
Koo ARINERIR T Bl T 44N (CV-1) AIWAA-EF - B2 41 (MDBK) 4k F American Type Culture
Collection (ATCC;Rockville,MD,USA) , 7-{EDMEM (Mediatech,Manass as,VA) HHAEK irE
BEr AN H 10%FBS (Mediatech,Manassas, VA) 11 % &5 = - 5525 = 157 (Mediatech,
Manassas, VA) - F40ME37°C, 5% CO, 5577

61



N 118834840 A W OB P 60/86 T

[0325]  Jpii5 . AF0ipi Bk Brighton AR A Bk Herman S el 2rfkUt recht fid 15 &5
FRWR.IHD.Elstree.CL.Lederle-ChorioallantoicAlAS, “FEAL 4N ISR SMRNZ2 AR A48
TR PRTISIA H ATCC o S T 5 1E S f MR AECV - LA b A= KR , i e 2R AEMDBK 4T
far AR TR AE -

[0326] ik A5 LE oo 5 ATHIR 5 B 5 22 1 P2 A RS PO IR G 2500 PRI 40 25 <
o A S vkBr i gh ton B BB ig Pk Herman S e BEPRUt rech t FIE P S5 HRWR |
IHD.Elstree.CL.Lederle-ChorioallantoicFIASPAREFMRE 2R ZL (MOT) S0 . 01K
QCV- 140, P ARG B & o T P ARG B 25, TR B E TS S ARNZ 2
FIMBA S s TR T TSRAMOT A0 . 1 JMDBK 410 o R UL I 3 KU 22 I AL () 2T o B 4T G 1k
FrESE B AECV - LANFR PAMOT O . 1 PR A=K, AR & Bl e 25 22 AEMD TK 41
JH L0 . TIMO Tt —2PARAR = 2R o AT AR 5 T8 25 TR (1 OV - LR AT T e ik
I 25 A S FOMDBR AT H 43 7 BRHN L 00/ MER & LE e 5 BIE AL 00/ MR 7 Bl e s 451k
BIE o 5 200 NWEBEE 5% 1 (4R Fh dE— 2B BT 2l L VK, 15 200/ 78 B 4l A1 1 BN A0
BT R

[0327] &yl e O < RENCT - 6 035 41 ity 28 Al —£H IR R e 40 i &R (F9FFPANC- 1 \MIA-PaCa2.
BxPC3.FG.Capan-2#1Su.86.86) 43t 296 FLAR HT 6T S AR 4l 223000/ 41fE/fL, ELG
T A 4L 25000/ 4L) , FE Ok 245 N flepMotion 50751 KL &+ (Eppendort) ,
{E37°C 5% (v/v) COMF B 14K o SR 5 200 R & TEIer s s AR & BIE 8570 B PR 11401
A EERRAN2 A0 PRV 95 25GLV - Lh68ATI0ncoVEX GFPRIMOT 0. 01 L4 o 75 AL 5 96/)N
s FMTSIZE (Promega) ME 4HMLIE /1. H FIZBMG PHERAstarisiAf sy (BMG LABTECH) il &t
490nmAL IR G o RN 586 B RS TR o 25 1 A I ARITE 0388 8100 % o

[0328] £ H w4 2 rh RO 25410 2314  FMKN - 45, 0CUM - 2MATKATO - 341 g LAFE L3000/
AN FiAR 296 FLAR T, HAE37°C 5% (v/v) CO IR - FHI#33 #189.GLV- 1h68 Al
OncoVEX GFPPA0.01.0. LAIL[IMOT/EALAM N o ff FIIMTSIE £E37°C 5% (v/v) CO AR M il 4H
i 1, FRERAR

[0329] L[4« i FWizard Genomic DNA Purification Kit (Promega) MZE{L I
BRI EEH#33 M4 1891 L R 41DNA , il R P AR T B X o il FIKAPA LTP Library
Preparation Kitffl£g )% {11 1umina Hiseq 250077

[0330]  Sftefhl2 . 7P ANl A i v i a2k

[0331]  NCI-60Jm 40 A5 K H 8P gy B IS (B3R 1) JRFTK FANCI-6045
A A S5 SR S Sk 3 Ho b s B 0 S0 T S 0 S PR R 4 e R (BxPC3LFG.
MIA PaCa-2.Capan-2.PANC-1HISU.86.86) H5NCT - 607 41 28 1) v 1 07 22 Fh s FH P
Joa e AR B LA O L LIMOT A TR AL o A1 S AL 96 /NN (i FHMT S 2 P v A0 i ) o ik
G EE R B PR# LTI 33AE T AT R & IR I 2553 Bk A I i A I R A T, Tk
B B 2570 BIPRe 1897 AT A ik A B £ 70 Bk SR B o4 X A5 1 H » ansle2 A
E3AIEI4RTR , EATHE A R 4RI 2 75 T #REL S A1 145 B RS A d AR PR #2GLV -
1h68H10ncoVEX GFPEE& . (A, Sk FINCI - 6055 41 A 1 &5 RAE— IR ea At A A
HIFEE .

[0332]  F2. PR dniE s % . (VACV =i il 5)
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MIA
BxPC3 FG Capan2 | PANC-1 | SU.86.86

PaCa 2 P | stdev | IREBAK
R RS S | R
20.38 1822 | 24.06 |109.76 |2031 | 52.27 40.83 | 36.09 | #17

4.46 26.75 52.88 85.75 13,93 69.41 42.20 3229 | #33
31.01 60.98 102.04 113.08 57.20 30.54 65.81 34.93 | VACYV Elstree
[0333] .
VACV
20.78 40.62 104.90 | 104.86 68.57 60.23 606.66 33.91] . .
Lederle-Chorioallantoic
18.21 33.81 93.44 106.36 45.64 109.87 67.89 40.05 | VACV [HD

16.40 66.23 90.91 93.81 43.05 100.69 68.51 | 33.31 | %J&¥i# Utrecht
19.57 50.96 97.52 108.60 68.27 101.81 74.46 | 34.78 | VACV CL
17.51 75.42 102.31 | 123.05 68.27 103.55 81.69 | 37.29 | VACV WR

50.01 79.85 89.31 07.55 78.14 106.86 83.62 | 19.70 | GLV-1h68

61.29 96.76 12232 | 112.34 62.99 107.42 93.85 | 25.91 | % /&0 T Herman
[0334] 63.81 99.06 114.44 | 80.60 108.15 | 104.16 95.04 | 19.14 | OncoVEX GFP
106.79 05.12 101.38 | 102.37 95.09 103.55 100.71 | 4.71 | 4+J4%#F Brighton
101.00 106.93 | 118.90 | 111.92 107.05 | 108.34 109.02 | 5.99 | VACV AS

[0335]  SZtafdil3 . B MR A IESer s 540 B MR 3 3 FHIR A BIIYer s 545 B Mk 1897 B i i 5
W R AR R AG R -

[0336] LT3k FINCI - 604 41 A A R 40 AR AL el e Ui de 45 5%, D B iR &5
T B350 S MRES SR A BITer s 7540 BS Mk 189 I T F—25 A o AF = Fh 5 w4l 28 Fh gk—
SAETT T 57 B PR#33FIE 1891 IR 4l X A5 s 14 o FI#33 . #189.GLV - 1h68H110ncoVEX GFPLA
0.01.0. TFILIMOT S HEMKN - 45, 0CUM- 2MANKATO- 341 o 5l FHMTS I 2 4 R W o i 7, 5
424K MKN- 45 F10CUM - 2M4TI g 223 #3 3 F 85Uk , A OncoVEX GFPH MU, HNGLY - 1h68 A~
UK o FEARKATO- 37EEMOT 40 . O 1IN % OncoVEX  GFPABUEE , H#33 . #189F10ncoVEX GFPAEH
FEMOT (0. LFIL) N IAIAE R G i Z8 AGKATO - 341 . KATO - 341X GLV - 1h6 8 UL » A
= #33A WH SAG B AN 2, THIGLV - The8I AN 2 5455 15 Jim 4t & (&5A-5C) &
[0337]  4nZe3FR, AAAE T Hr A M IChPY FR 90N LR S L LRI DDA —e Al o £ A DA
HLVACV - COPX NIt 4 o 245 (%) FORIEBAFAE T P FRERPV I o 2304 ] Gubser i A
(Gubser,C.,Hue,S.,Kellam,P.,and Smith,G.L. (2004) .Poxvirus genomes:a
phylogenetic analysis.J Gen Virol 85,105-117) , HIE TN AT AR E S PG H
MTENZ .

[0338] 3. Chordopoxvirusesfii/NEEFMA 455  IMV, 4PN B2 & 5 TEV, 41N
F 05 75 s RV, 410 /M fIEG 5
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ORF | #EETRE ORF | #EET)AR

FOL * | A% H6R * | DNA #i4b 57K 1.

FIOL | IMV 2% f8-7 % 6 5 A W0 H7R F50

FI2L | IEV &M DIR * | mRNA IniEEs, Kt

FI3L | EEV & (/Wi aEE D2L IMV #0EH

FISL | A&%0 D3R * | IMV #LEH

FI7R | IMV .08 H, VPLI/DNA 55 EH | D4R * | JREETE-DNA i 5E {4

EIL * | Poly(A)R & RAEL I D3R * | #&H = iiRei

E2L A D6R * | FUHFE A T/~ EEE, VETF-1

E4L RAEEIMEII S, rpo30/VITF-1 D7R * | RNA & rpol8

E6R * | A4 D9R 29kDa mutT FEEE H

ESR F 50 DIOR * | 29 kDa muwtT FEER [, FERFRIAN i
Rk

E9L | DNA B4 DUL* | &H =R i 1.

EIOR | IMV JEHCE N DI2L * | mRNA JniEEE/ N ERE, Hhia i1,
VITF

I1L IMV %05/ DNA £55 51 DI3L* | IMV EH, F4EFir

2L A KN AIL* | Mu¥E L7/ VLTF-2

3L BEE I, 454 ssDNA A2L* | W% K/ VLTF-3

I5L IMV 2588 1, VPI3K A2-5L | iAREEAREA

16L AN A3L* | IMV EEZOEA P4b

I7L* | IMV #0008 H A4L IMV # 0 H
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IR * | #%H =W EEBEAR /K I I, RNA f#IERS, | ASR* | RNA BEEEEE mpol9
NTP i

GIL* | &8 W& AR BRI E R A A6L EN |

G2R | BRI%ESE/ IBT kbt 8 (A i ATL* | BRE SRR T KW, VETF

G3L | &5 ASR )R, VITE-3

G4L | EUEER 2, HEA, WEEEER [ AIL* | IMV EH, ERSREPRER
25

GSR * | K40 AIOL* | IMV EEHLEA Pda

G5-5R | RNA B &7 rpo7 ALIR * | AHI

G6R * | AN AL2L | IMV B0 A

G7L | IMV #.0HEE, VPI6K AL3L | IMV JEEAICHE I/ p8

G8R | MK, VLTF-1 Al4L | IMV EA, plé

GOR * | WAL E AR Al4-5L | IMV E A

LIR* | WEERA IMV EH ALSL | KA1

[0340] L2R AN AL6L* | A5 RE AL il

L3L* | A% ALTL | IMV B H, B&KRERT

L4AR * | IMV #%.00 3 1 VP8, DNA fil RNA 454 | AISR * | DNA fliefif, DNA itk ATP i, ¥
=] FREIBUA T

L5R* | A%n AI9L | KA1

JIR CREREAREA A20R | DNA REREFEMER T

3R * | Poly(A) R SHEFHRIEA, VP39 A21L* | KA

J4R RNA B &2 rpo22 A22R * | Holiday 72 ¥ (Holiday junction)fi#t &5 fif

JSL* | R0 A23R * | HifaEk T, VITE-3

J6R * | RNA BEEHFIEIE rpo147 A24R * | RNA BHEEEE rpol32

HIL | BRERR-22 2 BRWERRES , 995 A i i A28L * | K40

H2R * | A4n A29L * | RNA &R rpo3s

H3L* | Gy Btk IMV GEE [ p3s A30L | ®H0

HAL* | RNA BEHFH S84 RIER 7, | A32L* | ATP-FI GTP-45G 55 A, DNA 3
RAP 94

H5R | BdAFE ST, VLTF4 A34R | EEV JiEH

[0341] W AP AR R ) SR 9 it 5 50O T I E Y, FF ARSI 53
PPV RO g T 8 AME R s e , H HRE A AE AR FRs IRORS RN Rl PN A B RS 2
RIGTEEIN o TR H Y, ASCS IR R & RRE R R it 51 AN
AL

[0342]  Sjeffil4 IR 5 I JEDiN REHOV - 1891 F oy — BHIE FUBRE Va0 S5 12k

[0343] = [IPEFLIE: (TNBC) 2 FUIE I — R VEME Y, 58 R HLIIUS 28 A A
FR T —FIBEAE AT 280 % 5 TNBCIR L (R PR T AR R R 27

[0344)  J5idk aad [RIUSUER 47 A — el iR 5 L0 +5: (HOV - 189) , i o e i it v 4
JE o A E U RITNBCAHI 25 H A INI S AR w5  o T 2o s P G RE 00 A A e A2 1 o 2 “REMDA -
MB- 468AELN 21 JC i JJRAR R ) 26— R DU FL R AR AR e A S (2 TNBC S R AT, I I
PSLN

[0345] 455 HOV- 189 NG Z (MOT) N 7 Hi 7 st (g 4 e w1, V59 7 Jm 6 K 41 i
FET>90% o SR IRZHAEL , 75 AFIEARE 10 PRUSMYRE P 7 565 19 W25 280 g A/ N 25 ik
/D (P<0.01) o IEA, T 2 HERR 1 2o 57 30N (A SR i FPIRA PO 446N
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[0346]  £53¢ . HOV- 1894E FlHa IR ZE 10° PRUIN o HH A 7R SN R 4 s e M R (R A 2
BT 1 o X LE SR BBl M AT TNBCI = 38 2590 I R T 2

[0347] H|F

[0348]  ARAFEA 100 )7 Fris Wi O FLI R B 20451220 % 2 = FME" o el ez
AR ZR 5244 (BR) 203 32 Ak (PR) RN 3 B2 AR K A 52 4k 2 (HER2) [ 3%k o« = BHPEFL
(TNBC) I H e 2 IR IR 5 SR, 13 F T L[ AR A T Ak = A 38 S ) 7597 - TNBC
SR AE LW TG AR N A R A RS MR i U 6 T A TNBC g 2

[0349]  H i, INBCHIBIAST I E EUR IR S 4 s 0 ry (2 H T C AT ¥R T IR A
FEMIT A, FuFi SR (ADP-AZ0) Z8- 51 (PARPL) 41055751« PT3KATP il 771  MEKAT 1) 770 A 3 1441
JBEr IR (PD-L) I mE oo

[0350] e fy A AR — B V2 e i 2R G s 7L s O e &0 . TNBCHREL HA 5 1
HIB AL ARG EVE  Brpo R o =, A R HLA R bk L 4R (TTL) fsiss , (i
TFTNBCL Al = B O0s B L G e IR o S PR 25 G TNBC R Ay S8 o ) R S0k « B a7
NSEHIAETNBCE A FhfF 5T 7 AT e Rg £ F A TR o7 it 75 o X L F AR T AE RS
A PN TNBCHRAY Fh 4145 80P iR 15 B e s s RO 25000

(03511  Jyik

[0352]  4ffuts R Mg 2R - A = PHPEFLIR a4l AMDA-MB-231 (FHDr. Sangkil Nam,City
of Hope & IF5HEAE) MDA-MB-468 (FhDr. John Yim,City of Hope A IHf2ft) \BT549 (Dr.Yim)
FHs578T (Dr. Yim) ZE4R8 45 10 % JA2- 137 (FBS) FI100TU/ml 4455 2175 %5 Z[HRPMT 1640
(Corning,Corning NY) Hi:%7% .11 Genetica Cell Line Testing (Burlington,NC) M
FFEISUE T A TNBCAN I 3 o AR INER I 155 e 21 4k 4m it (CV-1) AIMDBK 4 i3k F American Type
Culture Collection(Mannassus,VA) , 7 TAE4N5e B 10%FBSHI100TU/ ml 555 2= A1 25 &= 119
Dulbeccol ¥ Eaglekr 72tk (DMEM, Corning,Corning NY) FRE2FE . FIr A 40 E37 °CAED %
CO, - F R RE AR AR K

[0353] e I 23 T AR ANe B O 1 P A= ik BIe B 2 , AL S D bk
NZ2 (ATCC) AR BRRTTS (ATCC) HJSAMDBK A o J& AL I 3 AU SR LS8 it o A
fo 5 BIE s 2 E TEAE OMDBK 4H 1 H Bk L 00/ e 75 Rl I BRI B o 4 100N B £ MDBK 441 it
HhE—2PRBE A O, 15 21100 v AL I BN IR S 50 Bk, B HOR AR il
FENCT - 60411 {22 HEA T 2 et 075278 o B BRI NCT - 6040 i 28 5 B0 HH e A 35 5 I gg e M 1) 4
EIPRHOV - 189 I T-Z A 7% -

[0354] 4t 25 R SE o FFMDA-MB-231 . BT549 M 1Hs578 T4 L 100041/ FL kR T-96 L
M, JEHEMDA-MB- 46814 30004/ FLEAR T-96 FLAR I 75 1 % - MDA-MB- 23141}t /110 1.1
F11OMOT [ Al 25 Ji 4 , HEMDA-MB-468 .BT54941Hs578TH0.01.0. 1ATIMOT JgkZ . fifi F
CellTiter 96Aqueous OnelA (Promega,Madison,WI) £E4 ¢ EE +f (Tecan Spark 10M,
Mannedorf,Switzerland) F{F490nmf:24/ N = B4y /1, Fre 1 6 K.

[03551 3o 2 S HAl LU o (50 VA AHE R BRE I S S et TNBCHA 1305 75 52 1 o Rt A 2 2m] A
BRI 6 LA A A, AR 0 . O IMOT A s 2 Sl e USSR A , T A =0k, 1R 45
=Ko FIE244 UM FHHOV - 189ARFR ) 2 A AR A St AMDBK AT o

[0356] v S MRS ALY . NN 12 5 #4 Hsd : Athymic Nude-Foxnl™ #EPE#EER
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(Envigo, Indianapolis, IN) 7F 25— FIE8 DU AL IR A i by 54107 4NMDA - MB - 46841 it A16me /
m1 ZE TR (Corning) o 24 JEE Hc/ Nk 129100 - 150mm° I, B/ INFRISEATL A 20, IRE PN i 4 2
JEPBS (n=4) .50p1 PBSHI[1J10°PFU (n=6) \10'PFU (n=6) 5 10°PFU(N=7) o J&J7 il & 41> |A]
JHRE I NI A A 5 25 S SRR = I TR /N, 5405 o o AR ARV (om”) = (4/3)
X (m) X (a/2) %% (b/2) TR, Eha 2 i/ NELAR, bR KB A IR N S 7
R B AL S22 A FUINR, SR RS B O OO R B0 B S B B L o) 7 3R U e
SR IR, T T2 A SR PR A 8 s A AU S e e o5 SR B A o 0T3R4 1)
= NG AR 55 FUBR IR F50uT PBSHIFI10°PRUALFE , DA S A28 7 B 5 DU LB
JIEE TR SEME) (AN SRAT TEIE) o AR R ] WA P e LA e 1 IRg R 9 B3R S
[0357] ZEOR
[0358]  HOV - 189F 1A SNDA [RIFITF AR i 5 2 2 A TNBC o 25 T-TNBCH S 3 , i Fib
HERS M IR 4D 2 (MDA -MB-231FIMDA -MB-468) FIH Fld LRSI 40 £ (Hs578TH
BT549) JTHOV-1894LFE /S K, MOTFEE A0 . 01 510 HOV - 189545 %5l 3 {77 Hs 5 78T (967N
LD50:MOI 0.396) FIMDA-MB-468 (LD50,MOT 0.185) , 4 FIMOT 14LFRIN , 456 KN 4Hffu st >
80% (EI6AFII6C) - EESRBT549FIMDA -MB- 23 1[{JLD50%E =5 (45 B HLD50MOT 1.636FIMOT
1.712) ,{HMDA-MB- 231548 s /S K Ba HIHOV - 1891k B S BMOT 105 4JusbT-%>90 %
(Il6D) .
[0359]  HOV-1897E (ASNTINBCH AL il o 1t 1k — KSCHE [ 22 Sl AL R AT PR T B 5, A P
HVYFHTINBCANN A HP i 255 ) 7EMOT 0.01 NZEBT549 . Hs578THIMDA-MB- 2311 %% =45
S R ), B R ) & AR A 24 - 48/ NI ROESF TRIER PN (B T) o AR T, RV AEAIRMOT T o
A4 25, fHMDA-MB-468HI[KJHOV - 189 HFIZEMOT 0.01 N/ 251 o 132 ZEMDA - MB- 468
Zrg ik ZEMOT 10K 2 ) (D) .
[0360]  Jg4 PNHOV - 1897 53 28R /D 1 (52 TNBC S RS AR oy [ i R/ NI 58 i #5114
I3 55 551 o 18 12 KEMDA -MB- 46 84T SAE N JC I R BT 28 AN SE DU FUBR IR ER Fp ok = AR i
SERRSAELYD o P R RE Y742 52 PR U iR PN 7 S PBS B HOV - 189 (10°PFUL 10*PFUEL 10°PFU) - 5
PBSALEE [ HEAHEL , FHHOV- 189K BRI AT A AHAEIAT T T 56 13 R I HI AT v K/ INT) k2%
{EE FEH AT R A 55 6 5 (K18) RN I 32 R4t , A/ N A B 1
oI g 1 r% Qi Bon AL AL FAE g 2 B 2 R R AT LRI (BE9) .
[0361]  J597 Jg— BRI/ S IHOV - 189 A 155 A7 Z BHAA PN I AT (10 JIRa e e 2k o AEHOV - 18974
%ﬁ)ﬁ~%%n)ﬁ%,éﬂ&wﬁ2—4 VN TR 84510 « SN RS e B AL
SRR IR 20 25 1098 0 B S s HH 2 - Tog By [IHOV - 189TR i, S W HOV - 189 55 1F i 4T
JAREE S AR R AR R Ve (F%d) o5 T 1S9 I IRg 41280, HOV - 189X AT 7 4 J — il AE
OERITZH R DARSAETE B T 7S AR A R I 2, i 5 W 8 otk = B 2104 Stk
YiEE
[0362] I e 28 AR fUE SEHOV - 1897E i (v S M AS AL BT Hh ¥ AL AN & i« /EHOV - 189
S e — B B AR QPR T 5510 22 Se BT AR I S e 2 AR = 5506 AR , A
e FI10°PRURIHOV - 1894LFT {1 Jivyed 4 2R (090 55k (B 10AITLOB) o b4, SDAPT &2 L
FIPT ARSI S a5 T WP T I 2 ) — 35, TR AL Gk LS s oM e v T4 it
ANPIIX 3 (BE10C) »
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[0363] g PHOV - 1897 B et i A< 28 K5 140 Foseg 7= A e 00 160/ P o (ML 28— FLRR b
JEaTH HI10 PRUAHOV - 189ALFE = I 5h#y, if 5 DU FUBR IR R 20 AL HE . S PBSALER I AL
5= DU IR /N, FHe LA 9 ] 2 DRSS 208 3 Ao I 300 3 R P 510 o 8 SR AR W
CETEE B IR AL PRI TR R/ N I (FT R i AR SO G5 |, AR E 5 6 K JIoRg
TN, 13RI FEAREL T2 (p<0.05) /45 MoK B HIHOV - 1897A9T , K441
SR TR L AR B A IME R (BILL) o P T S5 TR 005 25T 2 s 480 B e Sz 1
SV 3. 37 X 10°PRU/ g 2141, 1 AL 5 A vRE (0 S YR 1. 15 X 10°PRU/g 241
[0364] 11t

[0365]  FrAg FLAREEZ Wb, =BV FURRSEE (TNBC) (5 15-20% « AT I AE V) A=
VAR AR R Ao, TR s 0 5 R B 22 R R A A7 T 5 B B S AR S R A
J , TNBCI 2 EL AN A br 5 F T I & Rt P SUiORE R A T « IR, 3l BhiR 7 A
TAIT I BRI R A0 RV T, X T RE S Y24 BRI E A <,

[0366] 20154510 H, EE &MY E 5 (FDA) fituE T —Fh44 M T-VEC (talimogene
laherparepvec) [ EAZlRI20 7 (HSV-1) 1 g 85— T A 2810 iRg0 2 (OV) " ix— ki
SR N IR TT U I — TR AT R R SO S Ok T AT At e (095
TNBC) 577 23— K JEOVIIS 40 . 5515 5 40 AHEL , OVERE H U A R AR e 1 , 1 e
AR TR ZEEL , NS R AR N 5 5 1% Sl e N ST 2 AR ik DA Je
G Zmin'™ AN, OVA T S 52 SR e A I B AR LA DR 1~ R AR ST E (TAR) 5t
S A5 53 - (DAMP) R U AAH DR 20 F 58K (PAMP) 43, X 2843~ AT DUIE A K AT
BRI i 2407 P 20  INBCR B R rh B AL AR e PR b i o 5 e 34
N B bk i (TTL) Bt in' o 53X i TNBCEL = B[P 2 o e It , 9
HIROVIEFIETT I 5| AR .

[0367]  ZWFFe I, HiTis4 BT £HOV - 1897E PURHAS A oL A1 MR AE RS SRR 1Y
TNBCAH A Z H LA A N a5 1 A H o ZE TR AR BRI TNBC S A RS AR Hh P R Jes P 7
HOV - 189 5 I/ INIHRE A/ N i B S RO 5 o AN i AR BT B Bz i Ra s (A4
TR 5 , X LS o/ MasE « R, HOV - 18958 B HH 45 By R 2 RN ) e s s I RE ), 3L
AT RELE R HHBIG T AL R IR b L N

[0368] (45T RIS , FHHOV - 1897 HHIL 2 1 0°PRUSE/ MRS {7k P 2 21 g o/ NI /D
DR IAGUIMREE S TR 55 2 i B AR O 25 51, DR OWHOV - 189 I HH e 22 iy Tk oh 2
il HOV - 18R SE IR Fr- #8571 T H 5 55 A 8.2 — B & AL e 6% 25 (ORFV) 1%
PIZER o JeHi At ORFVIF 7T 2 IH , ORFVACEE S S 1 s S Se B T VR, e B2 AE AR5
(NK) 0 A2 7 T2 o B F SR IR (UV) 235 (IORFVIES TIATT , th 23 5 AU E A S8 L
% X RWPR S ARG RE S — MU g gy, H AR A Sy T SR 2 Bl e i
P S THOV- 18911 L A 771 55 ORFV. NZ 2955 i5:55 DIAHS , Fiam AHEMIHOV - 1891 B 7 1]
HUHTAT BE & AN S0 FTREENKANIAN- S0, AR TR B R RPN 2 il Py
EEIRER.

[0369]  SHAMOVAHLL , ORFV M ALE IR RIGTT T & RIS 5t F R T78 0 BT 9E « LR~ rhlg
T A T [ SR Sh AR 2R 1T, ORFVIK 2 TR T e I T T & T8
T NSIRAEROV . B4, ORVIJRAL A 2 SR ™ HE (00 o HLUR , ORFVIEHE S 201
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P55 R ORI (Th1 £ S00) , HEE 2 KR AR5 S BOR (PR OB R TRE 0™ S = R
FERFORE g, AH PR AR D W, LYD& AR B G  1X B G T UASS T [A— A
SR A ARG Ry TR s T ZEI PRI & Fp T S it R el 58— B
SRR R 1) HABOV o di i, AT #5178 A ORF VIR Il PR B 25 72 OV T & 1) 75— 5B
BGIE , DRIROV = A2 S PRIXER , AR () 65 , I LI & 75 BRI 10° 2 10 PRUP 7
&

[0370]  Fiz ,HOV- 1895 — Mg AU iy By A= R bR 5 BIEEI &5 , £ A SMRIAR PN 245 2800 Bt
TNBC. X F-l = TNBCR T U BLIA ATy, HOV- 1894RER 1z s rh S e 6  7 U5 7 B2 A2
FUARRIT AN, FRs AT H A A AR AR g f— 2P R Tl PR BT, DA RO Y A=
AU E A T AR B U A S SR o BT S AT o

(03711 34 ACFES1FAFN6 4 T HOV - 1894 & Fiists B FHAGIN AL 00 A1 -

B ARBERBE®PFUg HE) BARBRERBEPFUg 45)
W KRMBWsY | SD | BRAPH | WE | KNRE3Y | SD | RNKHE
B3 PR RT3 PR
M | 1.64x 33 1.22 1.18 4/4 1.24
10% x 10* x 10° x 10°
i ND 0/3 2.52% 102 | ND 0/4 2.53x 102
L 1.07 x 1/3 1.85 ND 0/4 428 x 102
[0372] 102 x 102
il ] 8.96 x 33 7.23 3.33 1/4 6.67
102 x 10? x 10! x 10!
BF ND 0/3 1.14x 102 | ND 0/4 1.12x 102
)i ND 0/3 487x%102 | ND 0/4 6.58 x 102
= ND 0/3 243x10° | ND 0/4 2.57x 102
i1:0::3 ND 0/3 2.62x103 | ND 0/4 439 x 107

[0373]  SIjitffl5 . B A R Ao in e A

[0374] A F T K AN SR R 3805 AR N #3 3RS 25 2 (R L O AR 2 Ak

[0375] Oy T A i ik (TK) ZEA8 8, i Q5 High-Fidelity 2X Master Mix (New
England Biolabs Inc.,Ipswich,MA) #15|%5:5 -GCGCATATGATCTATGGATTACCATGGATGACAA
CTC-3’ (SEQ ID NO:21) F115° -CGTTTAACTCGTCTAATTAATTCTGTAC-3’ (SEQ ID NO:22) (Z=Al
) |57 -CAGGTAAAAGTACAGAATTAATTAGACGAGTTAAACGAGCTCGTCGACGGATCCGCTAGCGGCCGCGGA
GGTAATGATATGTATCAATCGGTGTGTAG-3" (SEQ ID NO:23) F15° -GCGGAATTCGTAATTACTTAGTAAA
TCCGCCGTACTAGG-3” (SEQ ID NO:24) (45 i3) M#333L K4 DNAFRPCRY 48331k i 21
TR PR 2 A A0 A A 32 5 1) o il P25 DRI BT 42 R 5 il ok T 25 e Ao oA By B 34—
e BI04 P B FINde TRIECORT I , 5 NAHIF] L3 (4 ORI pGP TS 2 p33NC-TK o 3 1 1
RN ZE R AR A TR 38 41 . p33NC-TK 254 HiSac T Sal I BamHI \Nhe IFINot I 43 B[ TK
B2 A ML 31, DA S PR s 2 (VACV) B HJS 2 -p7 . SESR S A JAHT TR 52 WA T i 2%
WHILEEFER (gpt) FERVE BN GVE P e B bR .

[0376] KM IEF14. 5L B K. Q5 High-Fidelity 2X Master Mix (New
England Biolabs Inc.,Ipswich,MA) F15|%5:5 -GCGCATATGTAGAAGAATTGATAAATATGAAACC
TTTTAAG-3" (SEQ ID NO:25) F15° -CCTCTCTAGCTTTCACTTAAACTGTATCG-3” (SEQ ID NO:26)
(=M |57 -GAATAATCGATACAGTTTAAGTGAAAGCTAGAGAGGAAGCTTGAGCTCGAGGATCCGCTAGCGG
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CCGCTGAAGAGGATGCTAGAATCAAGGAGGAGCAAG-3” (SEQ ID NO:27) F115” -GCGGAATTCTCCGGGCAG
TGACTTTGTAGCTCTCCCAG-3" (SEQ ID NO:28) (f1/il3) M#333EK 41 DNAHIPCRY IH# 33K 5
JoS B IF 14 . SLIELRI 1 Z= RIA A 3L 2] o {35 PRI By e (1) et B 3 A fHoe A B
PEFRAE —il AT 2 BEHINd e TRIEcoR TN AL , FF v 24 [ U030 0 BRI pGP T, 45 2]
p33NC-F14.5L o W7 A A AR Bk i F14 . 5L M 3 7 41 . p33NC-F14 . 5L 5 i
HindITI.SacI.XhoI.BamHI NheIAINot T4 T (AF14 . SLIK AR M E 41, A VACY KL i3
)7 . SESX BN KINAHT bl gp t A IBEI {2 ELe AR 1C ) o

(03771 A fE FH TR ARNARE 751 S #3 34k S foiis i 1 A T AL IR Rl S O P AR 3k

[03781 g 1 BmiR- 100MHE 7 41 il 25 B 83 3% o903 25 1 R g DNANR SR AV B3 SR
(H s B H O 2L [AIDAR 4w AS) L, {4 Q5 High-Fidelity 2X Master Mix (New England
Biolabs Inc.,Ipswich,MA) F15]#:5 -GCGCATATGCACGCGCCATATACTATTACTTATCACGATG-3’
(SEQ ID NO:29) f15° -TTAATAAATAAACCCTTGAGCCCAATTTATAGG-3’ (SEQ ID NO:30) (Z=/il]
34) 5" -CCTATAAATTGGGCTCAAGGGTTTATTTATTAACACAAGTTCGGATCTACGGGTTegatCACAAGTTCG
GATCTACGGGTTaccggtCACAAGTTCGGATCTACGGGTTtcacCACAAGTTCGGATCTACGGGTTTGCTTTAGTG
AAATTTTAACTTGTGTTC-3" (SEQ ID NO:31) F15° -GCGGAATTCCTAGTACCTACAACCCGAAGAGTTG-3’
(SEQ 1D NO:32) (451l 5) M#33HEIR 4L DNAFHPCRY 4R A 25 O DARIE IR 11 Z= A4 Al
MFL 7 A7) o A 28 PR B 82 11 Uy ok ok o 8 A AR A o BOBE B A — D o« 3445 21 11 5 BT
Nde I FIEcoRI AL, I b 2 AR R U053 i iR pGPTHY |, 75 8 p33NCD4R-miR 100t Fllp33NCD4R -
miR100t-2 o1 i< P A AR 2R FHDAR I 387 71]  p33NCDAR -miR 100t AHFUII I AAE , 25
H4NFE DI SDARM 3 K & miR- LOOKE 741, i p33NCD4R-miR100t - 2, F & ARk,
Forhi 245 DUHmiR - 10048 7 41 o PR B EAAR IS 2 A7 FRVACV U] JE Bl 1-p7 . BESXZh 1 K1
e gp tYE MBI S BRI .

[0379] Oy T ¥fLet-TclUHEFT A1 S5 #33 R Ao 2511 IRIEIE DNAKE LAV (FH e s e R 1
LR DARGmAE) 1937 K&, i Q5 High-Fidelity 2X Master Mix (New England
Biolabs Inc.,Ipswich,MA) F15[#):5 -GCGCATATGCACGCGCCATATACTATTACTTATCACGATG-3’
(SEQ ID NO:33) f15° -TTAATAAATAAACCCTTGAGCCCAATTTATAGG-3” (SEQ ID NO:34) (Z=/il]
34) 5" -CCTATAAATTGGGCTCAAGGGTTTATTTATTAAAACCATACAACCTACTACCTCAcgat AACCATACAA
CCTACTACCTCAaccggtAACCATACAACCTACTACCTCAtcacAACCATACAACCTACTACCTCATGCTTTAGTG
AAATTTTAACTTGTGTTC-3” (SEQ ID NO:35) 115’ -GCGGAATTCCTAGTACCTACAACCCGAAGAGTTG-3’
(SEQ 1D NO:36) (451l 5) M#33HEIK 4L DNAFHPCRY 4R A 25 O DARIE IR 11 Z= A FTA Al
MFL Py A7) o {258 PR B 52 11 Uy ok ok o 8 A AeRs A o BOBE B A — i o« 345 21 11 - BT
Nde TFIEcoRITHY , H vl 2IAHIA I E 1 5ok pGPTHY , 73 2 p33NCDAR-Le t Te t o R Ui A
ERR AR DARI N3 7 41] . p33NCDAR - Le t 7 t AT AR, 547 4045 DI S5 D4ARIM3 R
il At Let - 7cHE 741 B 2 FHVACV 5 S 5h1-p7 . SESRBI I K AHT i gp t VE M IBE 5 Pk
Vi INTRL)

[0380] [ KfmiR- 100/ HE T A1) fl & 24 33 5 Jers 25 IUDNAZE S 37 Ay (FHIT 1
B NEILSRAE) , 8 Q5 High-Fidelity 2X Master Mix (New England Biolabs
Inc.,Ipswich,MA) F15|#):5" -GCGGGCGCCCAGTTTGAGGCGGTATATAAGAAT CTGATTATGC-3’ (SEQ
ID NO:37) F115° - TTATGCTTCGTAAAATGTAGGTTTTGAACC-3” (SEQ ID NO:38) (Z=fMF) ,5” -GGT
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TCAAAACCTACATTTTACGAAGCATAACACAAGTTCGGATCTACGGGTTegatCACAAGTTCGGATCTACGGGTTa
ccggtCACAAGTTCGGATCTACGGGTT tcacCACAAGTTCGGATCTACGGGTTAATAATTTACAACAGTTGTACGT
CGCTCTTTG-3’ (SEQ ID NO:39) F15° -GCGCAATTGCATTGCTAATGGAT CGTTCTCTGGTAGATACG-3’
(SEQ 1D NO:40) (451l 5) M#33HEK 4L DNAFFPCRY 4R Ao 25 O EOL 3L IR 11 Z= A FIA Al
M FL Py A7) o {258 PR B 82 11 Uy ok ok o 8 A AR A o BOBE B A — i o« 345 21 11 5 BT
NarIFiMfe IJHAY., FErafE %) HNar IFIEcoRT B (K i kipGPTHY , 15 8 p33NCEIL-miR100t - 11
o AN ZE R A AR R ELLI M3 57 41 o p33NCEIL -miR100t AR FUHII A , 53 4145 D
[ S5EILIY 3’ ARk & miR - LOOKE 7 4]« B ik & FHVACV R A 27 . SEAR BN KT
R gp t{E MBI B E e BEA R0

[0381] T ¥fLet-TelHET A1 S5 #33 R Ao R IUDNAZE AN 3 ARy (FHIE s e R 1Y
JENEIL S hY) g4, i HQ5High-Fidelity 2X MasterMix (NewEnglandBiolabsInc.,
Ipswich,MA) F151#:5° -GCGGGCGCCGAGTTTGAGGCGGTATATAAGAATCTGATTATGC-3” (SEQ 1D
NO:41) F115° - TTATGCTTCGTAAAATGTAGGTTTTGAACC-3" (SEQ ID NO:42) (Z={F) ,5” -GGTTCA
AAACCTACATTTTACGAAGCATAAAACCATACAACCTACTACCTCAcgatAACCATACAACCTACTACCTCAaccg
gtAACCATACAACCTACTACCTCAtcacAACCATACAACCTACTACCTCAAATAATTTACAACAGTTGTACGTCGC
TCTTTG-3" (SEQ ID NO:43) 15" -GCGCAATTGCATTGCTAATGGATCGTTCTCTGGTAGATACG-3" (SEQ
ID NO:44) (F7{mi3) M #333E A2 DNAFTPCRY MR-G5 e 2 Y EIL L R 1 2= AR A A A 34
A o fil1 PR R B2 1) 7 ok o o 8 A HORE P A B A — i o R A5 2 1 R B HNar TH
MfeIIH 1L, FE el 2] FiNar TRIEcoRT D) A BTRpGPTHT, 753 2 p33NCEIL - Le t 7c t o 1 i - ff
INEERR AR R EILIT MR 57 41 - p33NCEIL - Le t 7e t AT ASAE , &7 4145 DU S EIL I
3" Kl A Let - T F 41 o iR S A7 HVACV I E 217 . SESR B KT R gp tFE M 6%
IN 2 PR BRI o

[0382] K5 HNFEEIN F ik Efli NTKFIF 14 . LR A

[0383] A EAMLILAm A /A (ANTS) Feh &1 Q5 High-Fidelity 2X Master Mix (New
England Biolabs Inc.,Ipswich,MA) F15]#7:5  -GCGAAGCTTGAGCTCAAAAATTGAAAAACTAGCG
TCTTTTTTTGCTCGAAGTCGACCACCATGGAGGCCGTGGAG-3" (SEQ ID NO:45) Fl15° -GCGGATCCATAAA
AATTAATTAATCAGAGGTTTGTCTCCTGCTGGTCTCG-3” (SEQ ID NO:46)) PCRY B HAVACVE i
W B Zh - (SE) [IhNTS ik & Sac TMBamHI 4L PCR B B, I v [ 248 [ 1) 520 1 JBokr
p33NC-TKH1, 15 2|p33NCTK - SE-hNTS o a1l F fffi INWNT SZe ik 1741 o

[0384]  Emerald (GFPIAZ{A) LAk & . Q5 High-Fidelity 2X Master Mix (New
England Biolabs Inc.,Ipswich,MA) #15]#7:5 -GCGAAGCTTGAGCTCAAAAATTGAAAATAAATAC
AAAGGTTCTTGAGGGTTGTGTTAAATTGAAAGCGAGAAATAATCATAAATAGTCGACCACCATGGTGAGCAAGGGC
GAGGAGCTGTTCACC-3” (SEQ ID NO:47) fi15 -GCGGGATCCATAAAAATTAATTAATCAGTACAGCTCGTC
CATGCCGAGAGTGATC-3’ (SEQ ID NO:48) MJiikiEmerald-pBAD (Addgene,Cambridge,MA) PCR
PG EAVACY Ho /M A 2 f- 1 Emerald3% ik & JSac TAMIBamH I JHfL PCR 7 B, I v [ 2]
ARA DI BTk p33NC-TKHT, 73 2 p33NCTK -H5 - Emeral d o 1 7 A I\ Emeral d ¥k G117
Hl]o

[0385] gk hug it EFR AL G Q5 High-Fidelity 2X Master Mix (New England
Biolabs Inc.,Ipswich,MA) #15|#5:5 -GCGAAGCTTGAGCTCTAGTAGAATTTCATTTTGTTTTTTTCT
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ATGCTATAAATAGTCGACCACCATGGAAGATGCCAAAAACATTAAGAAGGGCCCAGC-3 (SEQ ID NO:49) FI
5’ -GCGGGATCCATAAAAATTAATTAATCACACGGCGATCTTGCCGCCCTTCTTGGCCTTAATGAG-3” (SEQ 1D
NO:50) M JFkipCDNA3. 1 (+) /Luc2=1dT (Addgene,Cambridge ,MA) PCRY B4 LA VACY 11K
W B 11103 K R KRS8 & FSac TRIBamHT 1L PCR I B, I 7 I BIAH R DI 1 )57
Fip33NC-TKHT, 15 2 p33NCTK - 11K -Fluc2 . 1 it Ml A A K H 2 ' ZE Rk i 1.
T JTIVACY SERIHS JH B A= 5 A 88 K B R #ek & 5ok, i /1Q5H  gh-Fidelity2X
Master Mix (New England Biolabs Inc.,Ipswich,MA) #15|%7:5  -GCGGTCGACCACCATGGAA
GATGCCAAAAACATTAAGAAGGGCCCAGC-3’ (SEQ ID NO:51) #1157 -GCGGGATCCATAAAAATTAATTAAT
CACACGGCGATCTTGCCGCCCTTCTTGGCCTTAATGAG-3” (SEQ ID NO:52) M JEikrpCDNA3. 1 (+) /Luc?
=tdT (Addgene,Cambridge,MA) PCRY™ 178 ki 2% 22§ cDNA . JISal TAIBamHI 74 {V.PCR
B, v AR R B i ki p33NCTK - SE-hNISAIp33NCTK -H5 -Emeral dH, BUAChNTS AT
Emerald, 3 21155 p33NCTK -SE-Fluc2Fp33NCTK -H5 - Fluc2 . 1 53 B A A Rl fk i s ko
HURE'C KM e DNATY 341

[0386] mCherry#ihar Q5 High-Fidelity 2X Master Mix (New England Biolabs
Inc.,Ipswich,MA) F151#):5° -GCGGTCGACCACCATGGTGAGCAAGGGCGAGGAGGATAACATGG-3” (SEQ
ID NO:53) #115° -GCGGGATCCATAAAAATTAATTAATCACTTGTACAGCTCGTCCATGCCGCCGGTGGAGTGG -
37 (SEQ ID NO:54) MJEikipLV-mCherry (Addgene,Cambridge ,MA) HHPCRY F¥mCherry cDNA,
FSal IFIBamHI 4 LPCR B, 7 vl BIAH R VI (1 Bk p33NCTK -H5 - Emeral d F1p33NCTK -
11K-Fluc2H, BV Emeral dFilEs k H7e ¢ 20, 43 145 2 p33NCTK -H5 -mCherry Alp33NCTK -
11K-mCherry o i 1 M 7 A A P A A FHimCherry  cDNAfYJT 1o

[0387]  #jiPD-L1F P IIARRIE S HPD- L1k AR &, L5 VACY H5HEh 1~ Taxfr
BERT ST A (G4S) 382 K741 43 T Matezol i zumabFV AV, 5 5741 L A M CARImFLAGHRAS
4, F i Integrated DNA Technologies (Coralville, lowa) &5k« B B HHind T TTA!
BamH T 1414, , - 5 2 2 A ] B0 0 1 BTk p33NC-F14. 5L, 73 5 p33NCF14 . 5L-H5- H{PD- L1 .1
o W AR IASUPD - LR S UA SRR G 741

[0388]  HEAIR G RN

[0389]  CV- 14N o5 A0 Bk, AL 25 (MOT) 0. 1, FFE /NI, AR fii 1] je t PRIME
FARANDNAFITs i RNAFE YL 71 (Polyplus-transfection Inc.New York,NY) FHEFS AN AHE Ly
(3%5) o JHLJT WK, R S A 22 /B Qe (R i , I e B B 41 250 QT ik A T e 4
1‘{233 .

[0390]  3L5. AR AR RHE o

HHKREEHRS EF S B8k FE R
iR-100 FISEFAIQ2 A9 D) E
33-D4RmiR 100t -2- #33 p33NCDAR-miR100t-2- | "o Eﬁf?_*ij( MRS
D4R (1] 3" ik &
iR-100 FIEEFHI(4 DY
33 D4RmiR 100t #33 p33NCD4R-miR 100t m A )
(03917 D4R ) 3A SRl
Let-7c [9¥E/551(4 ~#% I1).5 D4R
33 D4Rlet7ct #33 33NCD4R-let7ct .
- d e By 3K &
‘ _ iR-100 [IBEFFH1(4 2 )5
33 E9LmiR 100t #33 p33NCE9L-miR 100t m I Tl
E9L Y 3'A i il 75
33 E9Llet7ct #33 p33NCE9L-let7ct Let-Tc [R5 (4 48 01)5 E9L
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HY 3 A S R

33ATK #33 p33NC-TK TK-K i
33-(SE)hNIS #33 p33NCTK-SE-hNIS (SE)hNIS #fi A TK
33-(H5) Emerald #33 p33NCTK-H5-5> (H5) Emerald i A TK
33-(SE)Fluc2 #33 p33NCTK-SE-Fluc2 (SE)Fluc2 4 A TK
33-(H5)Fluc2 #33 p33NCTK-H5-Fluc2 (H5)Fluc2 #fi A\ TK
33-(11K)Fluc2 #33 p33NCTK-11K-Fluc2 (11K)Fluc2 #fi A TK
33-(H5)mCherry #33 p33NCTK-H5-1f) mCherry | (H5)mCherry 4 A\ TK

p33NCTK-11K- 4 | (1IK)mCherry i TK

33-(11K)mCherry #33 Ch
mCherry

(SE)hNIS §ifi A TK: miR-100 [F#E

33-(SE)hNIS-D4RmiR 100t . iy
By m 33-(SE)ANIS | p33NCD4R-miR100t-2- | FFFI(2 /3% 1)55 D4R i 35

-2- fbE
33-(SE)hNIS-D4R-miR 10 ) (.8.E JHNIE, 74 T mlR'.mO 0 JFE
33-(SE)hNIS | p33NCD4R-miR 100t 54 M4 D)5 D4R 11 3K i
[0392] 0t Als
(SE)hNIS 4 A TK; Let-7¢ HYHEF
33-(SE)hNIS-D4Rlet7ct 33-(SE)INIS | p33NCD4R-let7ct Fl(4 DS DAR 1Y 3R il
Al
(SE)hNIS 4 A TK: miR-100 fit) 42
33-(SE)hNIS-E9LmiR 100t | 33-(SE)hNIS | p33NCE9L-miR100t 7314 45 IS5 E9L 1 3 K i
.

(SE)hNIS 4 A TK; Let-7c A4 /5

33-(SE}hNIS-E9Llet7ct 33-(SE)hNIS 33NCE9L-let7ct i o
(SE) — PR | p e 54 /M )5 BOL [l 35 e &

33AF14.5L #33 p33NC, Fl14.5L F14.5L, Kif
33NCF14.5L-H5 j ,
33-(H5)anti-PD-L1 #33 iD i b (H5) 4t PD-L1 4@ A PD14.5L
33-(SE)WNISAF14.5L 33-(SE)hNIS | p33NC, F14.5L (SE) hNIS #fi A TK: F14.5L Kif
33-(SE)hNIS-(H5)anti-PD- p33NCF14.5L-H5 Pt | (SE) hNIS 4fi A TK: (HS5) i
33-(SE)hNIS ]
L1 PD-L1 PD-LI 45\ PD14.5L

[0393]  SHB(I6 . ik e R4l S M LT

[0394] Wi Al T A 18 AR ik A i g , (0 T VR 0 5 747 AR i IR S 1A, 2R
JE7ENCI - 6041 it 22 AR R A A8 o A T i et 7 12 o X 8 3 R IR I 25 K1) FH 22 Fh o A5
B RS 1, 5 HaTrE A I ARG i 3 A S FAR i s AL, 7ET0 2 Rl 4n
Jf R A TR A e R R R TS P o 20 S = B FU  JHR IR Al S S A TR
TR Te o5 2 AT A 2k B 7K JR PR 7 S 2 1 000 /NI B TR i B4 A7 F103 75 5K 4/ NIRRT 7%
A EEIE ] o X LI AR H 1K 22 B0ATR R REAI2 - 5K B LU AN, R A i i A 3
M IR BRI AR 23 S O AR, S B 55 B aze (v 88U R 83E B Baz i FPRA 1)
25/1N) o

[03951 Sy T % B o (A SNFIA PN 0975 75 & S A A i), FfEmerald (GFPIJAZA) \mCherry
(LI a5 1) R K R 2RI S N S i 25 FH o« X i IR RE R 2k )
AN, PR AR M AT BT W S R Ak N R RN BT AN 25 5 42 1) %ﬂxﬁﬁj
[0396]  FIVRTY BER SRR i i —Fh 12 B sz BCE IR i s o R A U ok
FEFTA MG Y B2, At f4 (hNTS) 71 l]*ﬁ:ﬁﬁ%ﬂl]kﬂ‘tﬁﬂ%dﬂ%ﬁiitH?Eth@
75  ANISHR AP AE T HAR RIS AN i 3L JES /M T O I 25 b 2 1 - e (R E G2 B 4 i

73



N 118834840 A W OB P 79/86

JFH, A BRI &= A it BT e A MUY (organificate) o 1% 1 E M T4 L AL
FRAR BRI A B AG AR 7 PR AR SRS L, = A B A TR (090 %) o EURFhNT Sk S fi
NIRE T B DUREA E FIR B S A 0 BRI Jeai, OO G AU PRk Bk - 1887 1k
ARIE A, A8 “HARPRFE” i Jm (AR H R e (o8 T TR AR A T kA%, L AT
AEHY 2 /D = P URIBR IR R 25 1 PR AE AR T M S B 1 U T R R R AR 5 AT U Y
N SFHOHUMRE TR N 2 G A LRI, 75 SR hNT SR A5 Je0s 25 S AL fi5 , hNTSE I
TN ANA I I IE AR LA, R AR IS 45 3R ANTSFRak G HUHE N A RSN AN 2l
PRI S AR B3 O N LEVAIRETE VE o AN, Hil A\ B 23R I , SRIAhNT ST A fo il 2 AE 57
JHEE TR /NP 211

[0397] GG A5 s IR TIRTT S I SR 258, F Coge b i THindr R &
T8 A/ N s AT ES 4 Jes o 1k 28 25 T BT A AR [ U RE TR N 25 o 1 VAR o 255 |
R I5 A Gl BRI e AU, NI BE A R T-4tPD- 1/PD- L1 - CTLA- 4F7 1k
VIR R 5 GRS A s A 7 25 5 T DA v I 5 S S R i 2 10 2 P e i 12 o LA, TSRS IS
BN EEMECDS T A £ A HRE ViR , Ham TN y (135 b A= 41 8512 CD8
TN 5 FCTLA- 4 PD-L11¥)_F 3, Mifn e ¥4t - CTLA-4F14tPD- 1/PD- L1 Lk B o kKif
FY i 712k B LI PRI A R B0 SRR vaBg s i 4 A0 2 BHIT 4 o PRAG 8 — 11k
FDAHEHE) AR BT -VEC 5370 - CTLA- 44T - PD- LEUAR I AL A IO I RS E AR i A THR o 0120
SERA NBHE O T B9 08 FH IR S 55 , Bl 52 B hNT SR A 25 5 | A BT IHR T%s
W B PTPD- L1365k Sl NS o 22 B 2SR hNT SHUHR A e 22 1 FH S A TR hNT ST
NIRIRA I B AU PR 5 A2 S AL TR IR AN A AZ s 2 A D Rl PR SR A0 IR i i, £ Trl— 2
P R BRI BE DR (QdTPD - L 1) AR R M 5 e JHvRE G ie i 2 T i A M BAPR EL AR
EESAR S A

[0398] ST . TIAJRA A e T 1A HE h) e

(03991 AnffustEiE

[0400]  JiH5 fF100pl RPMI 59%FBS 1% i 25 - e B A T DA 3 X 103N an g AL 4k
FR24/INI) , 4R ZPanc-1 (K] 12A-12B) \MiaPaCa-2 (&]12C-12D) \BxPC-3 (12E-12F) .
SU.86.86 (I]12G-[&12H) ) \Capan-1 (B121-12]) Fl1AsPC-1 (& 12K-12K) JET4nfiw e .
SRIE PSS (MOT) 1,0, 110 01 I\ 20uL5 75 (#330ncoVEX®™ \GLV- 1h68E;#189) « i 1
AT AT AL IIIN20uL CellTiter 96Aqueous One Solution Cell Proliferation Assay
FEAEE A LN T 2EA TR G BRI T4 H 4TS e o 9286 45 R DA FREEFIMOT 0%
HEPRIEA 12 S0 TR — IR AR NI TR S TR IR 25 5 28 o A bl et 33 5 HAth S92 904 T
Gt BT X T-SU. 86 .86, AEEFMOTE FHAERCN tAS S 2E A T Ge v 40 M o

[0401] g eg b h 2k

[0402]  jfiid#E2mL RPMI 10%FBS.1%$4: 5 - Hi TR AR T PAS X 10°N 40 o da: FL A 2
fo24/ N, T =R, S AN ZPanc -1 (B13A-13B) \MiaPaCa-2 (&]13C-13D) BxPC-3 (&
13E-13F) .SU.86.86 (]13G-13H) Capan-1 (B]131-13]) F1AsPC-1 (E13K-13L) ) fiois 52 1§l
28 . SR S B 55 39 F /0500l RPMI 2.5 % FBS 1% Pk 2% - Hi Bl A i h DL 2 5
(MOT) 0.01 I A\#33.0ncoVEX"" \GLV- 1h68k#189, FFE:1 /N, 204 BIHE Bl o 7 L/ NI, WK
HREFREGFIINL . 5mL RPMI 2.5%FBS\ 1% $iA4: 2 - PrEL B IR IR - 7524 A8FNT2/ N R a4
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FAD LT, AL = RS AR RIS, I TR SRR, SR IR B 2 I IR o A
AN]SR R PR R 05 20 kb et 33 5 HA SIS AR A T4 o047

[0403]  FEAkPN IR IR e

[0404] 18 JC/RENude -Foxn 1™ MEMERREL (Envigo, Indianapolis, IN) LN 72X 10%/
Mi aPaCa- 21 BN AR IRT - — B iEg ST ik 21400mm” , 2= Mg LA 1x 10°PRU/ FE S 500l
PBS (3 /N ~#33 (5 /N #33- (SE) hNISEk#33- (SE) hNIS-E9LmiR100t (551/NGi) <HOV-
330 BRI 7.8 X 101 HOV-33-SE/hNTSH SR g4 .5 X 10" JHOV - 33-SE/hNIS-E9L-
miR100t I FBrRAEE A 1. 6 X 10° o453 5 AT S5 i b AR Ak 19 4 Eb RN S5 (R BrRg TR 28
SR AL E A5 1L F 43 K (B14A-14C) o ESBA3 KA LT /NI /N SS B ik
TR BRI AE - 24PBS X IR 55#33 . #33 - (SE) hNISHI#33 - (SE) hNIS-E9LmiR100tAHEL I, 7 5 5]
SR S IR 1 A 25 2 e (1148593790 p=0.01,p=0.01, Flp=0.0001) {XAFPBSX} H
F1#33- (SE) hNIS Z [R] {287 S RE 4l i 2 2 e 25 57 (]114C;5p=0.03) .

[0405] — -+ N\HAKEENude -Foxn 1 ™ BEMRRER, (Envigo, Indianapolis, IN) AEH N\ ' 1.25X
10°/4NPanc - 1B g o — H Rz RSk 21 2250mm” , 2= Y7 LA Z01 X 10°PRU/ 1173 5
50ul. PBS (4 /N <#33 (6 -1/NF) #33- (SE) hNIS (6 -1/NF) +#33- (SE) hNIS-E9LmiR100t
(5 /NRRD) Bk#33- (H5) Fluc2 . HOV - 33[1 SR Jy8 . 6 X 10° . HOV - 33 - SE/hNT S Sfr 1
k6.3 X 10%.HOV - 33 -H5F Luc [t BRI A1 X 10* . HOV -33 - SE/hNTS-E9L-miR100t[{] 35 5]
FE1.0X 10° 455 B R T s i bR AR 1 3 O RN ER T S ORI 227 5 1 PR (0 3R 1k 1 4
bt , 12243k (KI15A-15C) o AT /N AEAS RALFE « 24 PSS R 5 Fir A ZARLL I, 3 B 460
SR IR AR AE A 1 o LRI 25 22 7 (E(15B;p=0.0001) . *4PBSX} i H5#33.#33- (H5)
Fluc2f1#33- (SE) hNIS-E9LmiR100tAHEGH , 4 B B A 283 G 0 g 11 i 35 22 55 (&I15C5 99
W p=0.003,p=0.008,p=0.002) .

[0406] 3 JEPIR, — HPBSH I/ NER A3 H 2433 - (H5) Fluc2i: 54 10/ NEUE B PN 73 59 48 150
uL PBSHI4. 28mg%e 3 - o0 B , AEbRAE B [ ARAF 2 C R A o AF BRI TR e R
AEXS B, FFEARKST-PBSYT F/ NN S it A o3 #r (B 16) .

[0407]  SHEMIS . FHVART s 25 T 00 A 25 s

[0408]  Zfifif R

[0409] 13 /E100ul McCoy’ s BAREFEHE 5 %FBS, 1% HiAE 2 -HrEt A i PA3 X 10° /4L
ERAR AT 24/ N, RTHT - 29 (B17A-17B) FIHCT- 116 (B17C- 17D) 540 2354740 o 5P )
SE R DU 5% (MOT) 1.0 TR0 01 A 20puLyii 25 (#33.0ncoVEX™" \GLV- 1h681k #189) .
LA AT FLP IIN20uL Cell Titer 96Aqueous One Solution Cell Proliferation
AssayFFAENE B /NN S A TE BRI T4 H 4 is e « 5256 45 R AU 7 55 A1
MOT OX HATRHEAY o % SE0 A2 — IR o AEAEA I TR S F PR 205 25 0 T e 33 45 HAth 52
WANAT M

[0410] i1 AE100uL RPMIL5%FBS 1% i/l % - Bt A3 X 10°/ LAl aminza
I, XFSW620 (KI18A-18B) SW480 (A 18C-18D) FICOLO 320DM (K| 18E-F) Jir4tjity A UEA 410 25
PEIE o SRR DU £ (MOT) 1.0 110 01 A1\ 20uL3p % (#33.0ncoVEX™" \GLV - 1h685#
189) o M AT A LR A 20uL Cell Titer 96Aqueous One Solution Cell
Proliferation AssayFf7ElF & /N EREAT I ORI TH5 H 40MTE J1IE - 508645
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DUNETFRIEFIMOT OX FEFRIEAY o 12 9256 F5 2 — IR o BN 1] s (58 B B PR 2505 25 o0 Ml et
335 A S A TS A

[0411]  JHfF100pL F-12KE5 7R 5L .5 % FBS 1 % ik 2 - HLEt AR A3 X 10° /FLAHR
AN 24/ NI, K LoVo (E119A-19B) e 41 ARG AN S5 R AE AR DU AL £ (M0T) 1,0 1
F10. 01N 20uL35 £ (#33.0ncoVEX™™", GLV-1h685k #189) o it [T A FLH I A20ul Cell
Titer 96Aqueous One Solution Cell Proliferation Assay f7ElF & NN EIITEC T
PEBCR A TR H AN iE J1IRE « 5256 45 RN ES 7R FEAIMOT O FEFRAE(L 12 5000 T —
IR o AL NI ]l T B PR 27 22 0 A b et 33 5 At S AR T4 th oo AT

[0412] iR AR

[0413] T 7E2mL McCoy’s 5AEFFE3E109%FBS 1% Hidk 2 - HiE IR AS X 102/ 40
o/ LA ZED 24/ NN, F5 4 =7k, WPHT - 29 (] 20A-20B) FIHCT-116 (&]20C-20D) J 2 s & 1F
IR R I 4R o SRS HH B L AEB00uL McCoy s BARSFREL 2. 59%FBS 1 % Hitk -4
BRI R DU 5 (MOT) 0. 01 JIIA#33#33- (SE) hNIS.#33- (H5) Emerald.OncoVEX®" .
GLV-1h68uk #1891k 17N, BE:2045 FE S o 7E L/INNF IRy, IR HE B 72 EE 3R N L . 5mL McCoy s 5A
752 5% FBS. 1% i 2 - HiEL RTATR - 524 ASFNT2/ NI R RO RN F 357, FHAE =k
PR IGEIE NS S TIE AR, BE A VR o B8 A 2 SBG K o AE RN RSl TR IR R
F 25 A be e 33 5 At S A T g o AT o

[0414]  jifiid AE2mL RPMT 10 %FBS. 1% ik 2 - HLEL AR L5 X 10™ i /AL Ak ban
ffu24/NNF, T = /0, RFSW620 (FI21A-21B) FISW480 (E121C-21D) i 4 ZE 1 T 5 42 il
2 ARIE M B5 TR LT AE500ul RPMT 2.5 % FBS 1% A= 2 - Hrlt WA W DU AL 2 5
(MOI) 0.01 I A\#33.#33- (SE) hNIS.#33- (H5) Emerald.OncoVEX®" .GLV-1h68k #1891k 1/
I, F520 BIHE 5 o 7E 1IN, W R B R EE T N L . BmL RPMT 2.5%FBS 1% hid: % - Pt
R o 7524 A8FNT 2/ NI W SR A AN _E TR, HAAE — IR IR R B A G, AT S
B, B PIIR B2 80 P IR o AE RIS TR) s PR IR 5 22 0 Wb e 33 5 Hofh 5 gs 4
AT G T

[0415]  HCT-116#33- (SE) hNIS#H sl 44k~

[0416]  #33- (SE) hNISHIARSNSEAEHCT - 116 I ZE24 48 K172/ )N PAMOT 41,0 1F10. 0133
1T B2 X 10°HCT 116401 I\ 28 22 48 Fr AN ALH 19500ul. 10%FBS McCoy’ s 5A%%
TR A 24/ NN IR R B 7R3 FF IR AR N AL AD200uL 2.5%FBS McCoy’ s 5AF7RELH
DL 4 FIMOT JIN#33 - (SE) hNIS . /NI Jir , W R s 7 3 | FHPBS B 4miu i vk« FimL 10%
FBS McCoy’ s BARGFFILELI 7RIk . r 24 48k T2/ NI i, W HH s 7 6k o A 250 T 4 % 258
PRI 1557 8o SR FTIPBSTE I« J110. 1% Triton X-100[PBS{EVK FilH 23570l
FRIR FPBS A AN SR F 4 308 7 TNBAET A1 22 iR A3 7 °C I 75 3043 (TNBES 4122 pifk -
0.1M Tris-HC1.PH7.5.0.15NaC1#10.5%Blocking Reagent-Perkin Elmer,cat FP1020) .
FETNBE] PHZE I F DAL - 50RO/ NPT AR 8 44 (hNTS) $ifk (ab 17795) JF4E
4°CHIF B 1A% « SR FIPBSHEIR 2 % F PIZR, AR S AR TNBES PHEZ i I\ DAL : LOOFRE 1)
L1250/ Nl TeG H&L (Alexa Fluor 488) (abl150113) JEAF =i & 1/ NI« SR FIPBS B 144 4
P IR o AETNBH DAL : 20085 B e bifer 1 (ab35219) FEAF4°CHT B 13 1% - SR J FHPBS e 4%
AP IR o« FHTNBE 3043 51 42 F 3K, M\ : TOORER AU LU =Pt s — e, FRAE S B 1/
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I o FHPBS PRI T , 75 =ML : 100044 FEIDAPT 5438 o FEUK FIPBSHEA T 1% o 1 ]
EVOS H shanlis g R g &% (E22) .

[0417]  HT-29#33- (SE) hNISHL A 2H 24k

[0418]  #33- (SE) hNISHIPRSNE S AEHCT - 2970 7524 48 F172/N DAMOT 41,0 110, 013
1T B2 X 10°NHCT 116401 I\ 38 22 48 Fr AN FLH 19500ul. 10%FBS McCoy’ s 5A%%
TR A 24/ NI FE IR R B R 3L FF IR AR N FLH AD200uL 2.5%FBS McCoy’ s 5ARF7RELH
DI M MO I N#33- (SE) hNISo LN J, W HE 5 75 3, FIPBS PRI 40k . F1mL 10%
FBS McCoy’ s bARSGFFIL Mt 7R 5L . 1F24 48 72/ N 5 W R B R AE =00 R 4% 2%
PRI 1557 8o SR FTIPBSTE I . J110. 1% Triton X-100[PBS{EVK FiH 23570l
LR HPBS P AN o SR I R 280 v 70 TNBS [P 2% b Hp A2 37 °CHIFE 75 3043 B (TNBAET 4128
W :0.1M Tris-HC1.PH7.5.0.15NaCl1#10.5%Blocking Reagent-Perkin Elmer,cat
FP1020) o /£ TNB:E PAIZE M H I LA L - SOFRE I/ INER BT A Fe gy 8 4 (hNTS) Pifk (ab
17795) IFAEA°CHF 5 1248 « S8 S FHPBS HER I A P K, SR 5 AE TNBE] A28 il Fh N DAL
LOOFBEIILLI S EH /N TgG HRL (Alexa Fluor 488) (abl150113) FAE =iy &5 /NI o SR 5
PSP A K o AETNBHAII DAL : 2008 (1 o HUfe i (ab35219) FHEAE4°CIF B i 5. AR
JHPBSHEFFAN P o FHINBES 3053 . 42 12K, IINL : LOORRE L =Pt —Ht, HAE =
JRCE 1N o FHPBSEIA PR G , A6 Z= 05 N L : TOOOFFBRIIDAPT 5454 PR JHPBSHEA THE -
i FHEVOS H Zh Al g AR gemii&l 4 (E123)

[0419]  {(RINIRIT &5l e

[0420] 14 JCHEENude -Foxn 1™ MEERREL (Envigo, Indianapolis, IN) LN 75X 10%/
HT - 291 B FreE - — FELJEE R~ 5k 2 200mm’ , SO HEE PA A2 1x 10°PRU/ F17E: S450uL. PBS
(4LUNED #33 (5N E#33- (H5) Fluc2 (5 UML) o 5 R 0 e i B e A F 45 b
AN SR AR 28 S I R TR A b F8242 K LOR TS A AL 2 2 R /N,
FEXS A B 12 T B 8 AN THC o £ 5542 RALSE AT A ISR/ NN /N A B 2 TR B
MPBSH I 5#33 (3 /NG AI#33- (H5) Fluc 2AHEB I, 12 B R R R A 1 o0 Ll i i 35 2=
5 (B p=0.0271p=0.03) (E24) .

[0421]  £FJHPIIR, — HPBSH IR/ NERAIS 42433 - (H5) Fluc2iE 54 1/ NEUB I PN 7 5 76 150
uL PBSHIM4. 28mg%e 3 - o0 B , AEPRAE B N ARAF 2O C R A o AE BRI TR e R
AERS BT, FEARN T-PBS X /NN sl b 700 A (B25)

[0422] 19 JC/RENude -Foxn 1™ MEERREL (Envigo, Indianapolis, IN) LN 75X 10%/
HT - 11618 g« — L Jisg Tk 20 200mm” , AU 983 PA K 291 x 10°PRU/ 7173 5450l
PBS (2 H/NERD) #33 (347N <#33- (SE) hNISE#33- (H5) Fluc2. 5 A vk A0 s it A8 b
T3 EE R I (R R AR 227 0 IR T AR 16 1 2 b, R 8242 K . LOR TR AL AL & 21 Y
SN, X #8B 0 T 2500 8 FNTHC o 7E S5 42 RALSE AT T 43100/ INFR X/ NS B 2 T8
P AE « 2YPBSX HE 5#33 (3 /NG «#33- (SE) hNISHI#33- (H5) Fluc2AHEL I, 7 5 2 JHveg
A A Le I e 25 2 7 (126593 71 p=0.0002,p=0. 0001 F1p=0.0002) .

[0423]  Fg PR, — A PBSH I/ NEURNS L 48#33 - (H5) Fluc2y 5 10/ NI N 7 S 46 150
uL PBSHI4. 28mg%e 3 - o0 B , AEbRAE B N ARAF 2O C RIS o AE BRI TR e R
AERS BT, FEARR T-PBS A /NN sl b 700 A (B127)
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(04241 STHE(H19 . FHVASRT o 5T 200 1A iliges

[0425] g setdE

[0426]  J&&HL 5 72/NI], A il Rl ke 2 2 40 M Fh AR o 45 S 1 4R i 5 12 - 550004
AB549411 i \H2 199N i sl HF 1 sl £FAE 4RI AR A 96 FLAR I AR AL o 28 K, AR R .
% (M0T;0.0.001.0.01.0.1.IMOT) AR O m ke A ke 2 1 S GRS 2 o (5 FH PO s #
33.#33- (H5) Emerald-#189.GLV-1h68F10ncoVEX " . FE AL 5 72/ N FHiCell Titer
96AQ .. One Solution(Promega;Cat#G3581) TE AT 77 A28 IR A R A7
ARG ANAS49 (K(28A) (H2199 (K]28B) FIHF1 52T 4E4ni (K128C) [HA71E %
[0427]  {RINTRTT e g

[0428] ¢ A Sl difinA5495% 7%  HIBeaE RO EE  FHPBS P, HFLAL : L EE & T-PBSFNIE)T
Jizrhy, A3 AEL00uL 55X 10°N o K 100pL AN B i Re 7 4 e B B A 4
— 0, B UINER AR 2 IR o IR R B A 3 B INRR D B R AR PR (n=3) , DAfiE
LERR A ERIFAE L 2R AR (~ 200mm®) o 426, BB S/ INER 0 A DM Ieg £ Jiieg
T BT 1O ANEEBEJE Ak B 457 (PFU) (833 - (H5) EmeraldGLV1h685k0ncoVEX™ " . Fr 4 3l 2
i ek R 1 (GFP) SRR o i T/ NS sl AG e 25 (LagoX kiR 2 4) A AT KO /N
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31BH, RESR AR AV N R 1A
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- IR et AT : SR 24 R B IR 05 2594 (+=p<0..05) .
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[0440] 3.Andtbacka RH,et al. (2015)Talimogene Laherparepvec Improves Durable
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